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AGENCY: Food and Drug Administration.
acvion: Notice of proposed rulemaking.

summary: The Food and Drug
Administration (FDA} is issuing a notice
of proposed rulemaking amending the
tentative final monograph (proposed
rule) for over-the-counter {OTC} skin
protectant drug produots. The proposed
rulemaking would establish conditions
under which OTC skin protectant drug
produgts for the treatment and/or
prevention of poison ivy, poison oak,
and poison sumac as well as for the
treatment and/of neutralization of
insect bites are generally recognized as
safe and effective and not misbranded.
FDA is issuing this notice of proposed
rulemaking after considering the
statements on OTC drug products for

. poison ivy, poison oak, and poison
sumag, and for use as insect bite
neutralizers of the Advisory Review
Panel on OTC Miscellaneous External
Dirug Products, public comments on 80
advance notice of proposed rulemaking
that was based on those statements, and
public comments on the notice of
proposed rulernaking for OTC skin
protectant drug products. (See the
Federal Register of February 15, 1663; 48
FR 6820.) The agency’s proposals
concerning the use of other OTC drug
products for treating the symptoms of
poison ivy, poieon'oak, poison sumac,
and insect bites are being published
elsewhere in‘this issue of the Federal
Register. These proposals are part of the
ongoing review of OTC drug products
conducted by FDA.
DATES: Written comments, objections, OF
requests for oral hearing on the
proposed rulemaking before the
Commissioner of Food and Drugs by
january 31, 1890. The agency is allowing
a period of 120 days for comments and
objections instead of the normal 60 days
for the following reasons: (1} The
concurrent publication oftwo
rulemakings regarding OTC drug
products for poison vy, poison oak,
polson sumac, and insect bites and (2)
this document contains the first

published evaluation of several
submissions of data on OTC drug
products for the treatment and/or
prevention of these conditions that were
made to, but not reviewed by, the
Advisory Review Panel on OTC
Miscellaneous External Drug Products
(Miscellaneous External Panel). New
data by October 3, 1990, Cominents on
the new data by December 3, 1990.
Written comments o0 the agency’s
economic impact determination by
January 31, 1980.

ADDRESS: Written comments, cbjections,

new data, or raquesis for oral hearing to
the Dockets Management Branch {(HFA-
305), Food and Drug Adrministration, Rm.
482, 5600 Fishers Lane, Rockville, MD
20857.
FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210},
Food and Drog Administration, 5800
Fighers Lane, Rockville, MD 20857, 301-
295-8000.
SUPPLEMENTAR‘! INFORMATION: n the
Federal Register of September 7, 1982,
FDA published, under § 330.10(a}{8) (21
CFR 330.16{a}{6)), advance notices of
proposed rulemeking and reopened the
administrative records for OTC external
analgesic drug products {47 FR 39412}
and skin protectant drug products (47 FR
39438). The notices were published to
allow for consideration of statements on
OTC drug products for the prevention of
poison ivy, poison oak, poison sumac,
and for use as insect bite neutralizers.
The statements were prepared by the
Miscellaneaus,Extemal Panel, which
was the advisory review panel
responsible for svaluating data on the
active ingredients used for these
conditions. Interested persons were
invited to submit comments by
December 6, 1882. Reply comments in
response to comments filed in the initial
comment period could be submitted by
January 5, 1983.

in the Federal Register of Decembet
28, 1982 (47 FR 57738}, in response t0 &
request for an extension of time, the
comment period and reply comment

‘period for OTC skin protectant drug

products were extended to February 4
1983, and to March 7, 1983, respectively.

In accordance with § 330.10{aJ{10), the
data and information considered by the
Panel were put o public display in the
Dockets Management Branch {address
above), after deletion of a small amount
of trade secret information.

‘Ope trade association and five drug
manufacturers submitted comments
concerning the use of skin protectant
diug products for poison ivy, poison oak,

poison sumac, and insect bites (poison

ivy-oak-sumac and jnsect bites). Some

of these comments were submitted to

both the external analgesic and skin.  «

protectant rulemakings. In those cases
where the same comments were
submitted to both rulemakings, the
comments will be addressed only in the
appropriate amendment to either the
proposed rule for OTG skin protectant
drug products oF for OTC external
analgesic drug products published
elsewhere in this issue of the Federal
Register. Copies of the comments B
received are on public display in the
Dockets Management Branch.

“The Panel provided general
statements on OTC drug products for
the prevention of poison ivy, poison oak,
poison sumac, and for use as insect bite
neutralizers. However, the Panel did not
review all of the submitted individual
ingredients nor develop labeling for drug
products for these indications. Also, the
Panel reviewed only ingredients with
labeling claims for prevention of poison
ivy, poison oak, or poison sumac, or for
treatment of insect bites by
peutralization or inactivation of insect
venom. However, many submissions to
the Panel were for drug products used to
ireat the symptoms (L.e. itching, minor
irritations{ of poison jvy-oak-sumac and
insect bites by the mechanism of
providing a8 physical or mechanical
barrier to protect the exposed skin
surfaces from harmful or annoying
stimuli. Additionally, a nomber of skin
protectant drug preducts labeled for the
treatment and/or prevention of poison
jvy, poison oak, poison sumac and for
the treatment and/or neutralization of
ingect bites were not submitted io the
Miscellaneous External Panel.
Therefore, the agency is expanding the
scope of this segment of the skin

- protectant rulemaking to include all

OTC skin protectant drug products
labeled for any of these uses.

In this document, the agency is
addressing copments concerning drug
products for the treatment and/or
prevention of poison ivy, poison oak,
and poison sumac and for the treatment
and/or neutralization of insect bites
when the mechanism of action for these
uses involves the ingredient’s ability 1o
neutralize or inactivate insect venom oF
the ingredient’s ability to provide a
mechanical barrier to protect exposed
skin surfaces from harmful or annoying
stimuli. In the external analgesic
rulemaking {published elsewhere in this
issue of the Federal Register], the
agency is addressing claims for the
treatment of symptoms of poison ivy-
cak-sumac and insect bites when the
mechanism of action for these claims
involves the depression oF stimmulation of
cuianeous sensory recepiors.

Lo
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In the Federal Register of February 15,
1983 {48 FR 6820), the agency published
a tentative final monograph (proposed
rule) for OTC skin protectant drug
products. The agency issued this notice
" after considering the report and
recommendations of the Advisory
Review Panel on OTC Topical
Analgesic, Antirheumatic, Otic, Burn,
and Sunburn Prevention and Treatment
Drug Products (Topical Analgesic Panel)
and public comments on an advance
notice of proposed rulemaking that was
based on those recommendations.

Interested persons were invited to
submit comments by April 18, 1963, new
data by February 15, 1884, and
comments on new data by April 16,
1984. In response to that notice, one
manufacturer’s association and five drug
manufacturers submitted comments
concerning the use of skin proteciant
ingredients for the treatment and/or
prevention of poison ivy, poison oak,
and poison sumac as well as for the
treatment and/or neutralization of
insect bites. The agency is also
addressing these comments in this
notice of proposed rulemaking. Copies
of the comments received are on public
display in the Dockets kManagement
Branch {address above).

In this notice of proposed rulemaking,
FDA responds to public comment and
further discusses its position on OTC
skin protectant drug producis for the
treatment and/or prevention of poison |
ivy, peison oak, and poison sumac as
weil as for the treatment and/or
neutralization of insect bites. Final
agency action on this matter will occur
with the publication at a future date of a
final rule relating to OTC skin
protectant drug prodacts for these
conditions. ,

The OTC drug procedural regulations
(21 CFR 330.10) now provide that any
tesiing necessary to resojve the safety or
effectiveness issues that formerly
resulted in a Category Il clazsification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a
final monograph. Accordingly, FDA will
no longer use the terms “Category I
{generally recognized as safe and
effective and not misbrandedj,
“Category II" (not generally recognized
as safe and effective or misbranded),
and “Category IiI” {available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but will
use instead the terms “monograph
conditions” {old Category I) and
“nonmonograph conditions” (old
Categories I and III). This document

retains the concepts of Categories I, II,
and I1I at the tentative final monograph
stage. - .

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generally
recognized as safe and effective and not
mishranded {monograph conditions) will
be effective 12 months after the date of

. publication of the final monograph in the

Faderal Register. On or after that date,

1o OTC drug product that is subject to

the monograph and that contains a
nonmonograph condition, i.e., 2
condition that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be
initially iniroduced or initially delivered
for introduction into interstate
commerce unless it is the subject of an
approved application. Further, any OTC
drug product subject to this monograph
that is repackaged or relabeled after the
effective date of the monograph must be
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date.

If the agency determines that any
labeling for a condition included in the
final monograph should be implemented
sooner than the 12-month effective date,
a shorter deadline may be established.
Similarly, if a safety problem is
identified for a particular nonmenograph
condition, a shorter deadline may be set
for removal of that condition from OTC
drug products. -

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notices published in the
Federal Register on November 18, 1973
{38 FR 31697) and August 27, 1975 (40 FR

*38179] or to additional information that

has come to the agency’s attention since
publication of the advance notices of
proposed rulemsaking. The volumes are
on public display in the Dockets
Management Branch (address above].

L. Tke Agency’s Tentative Conclusions
on the Comments

The agency has reviewed the
comments submitted to this rulemaking.
As noted above, most of the comments
were also submitted to the external
analgesic rulemaking. The agency has
addressed the general comments in the
proposed rulemaking to amend the
tentative final monograph for OTC
external analgesic drug products,
published elsewhere in this issue of the

Federal Register. These comments are
incorporated into this rulemaking.

1. One comment requested that
colloida! oatmeal be included in the skin
protectant monograph as a safe and
effective ingredient for the claim: “For
prompt temporary relief of itchy, sore,
sensitive skin due to: *-* * poison ivy/
oak * * *” The comment based its
request on the Miscellaneous External
Panel's review of colloidal oatmeal ag
an antipruritic at that Panel’s 23d
meeting on January 29 and 30, 1978. The
comment noted that the Panel found
colloidal oatmeal at ali concentrations
te be safe and effective as a bath
additive, cleansing bar, and soak for the
symptomatic relief and treatment of dry
skin and the resultant jtching (Ref. 1).

The comment contended that colisidal
catmeal falls within the Topical
Anelgesic Panel's definition of a skin
protectant. The comment argued that,
due to its physical and chemical .
properties, colloidal oatmeal isolates
exposed skin or mucous membrane
surface from harmful or annoying
stimuli. {See proposed § 347.3 at 43 FR
34628 at 34648; August 4, 1978.)
Moreover, the comment added that
colloidal catmea! meets the Panel's
criteria described at 43 FR 34630 in that
it protects by mechanical or other
physical means, is inert, insoluble, finely
subdivided, and adsorbs some moisture.
The comment stated that colloidal
oatmeal that is dispersed in water and
applied to the skin deposits particles on
the skin and leaves behind an occlusive
film bazrier that is helpful in protecting
skin against irritation and in soothing
irritated or pruritic skin conditions. The
comment added that colloidal oatmeaal
when added o water controls the
osmaotic pressure of water with respect
to the skin and permits adequate water
to enter into the stratum corneum. The
comment stated that the oatmeasl leaves
behind a thin occlusive film on the skin
and this serves to hold in the adsorbed
moisture. The result of this coating is
that the skin is protected against
irritation; hence, the ingredient has an
antipruritic and generally scothing
effect. The comment noted that the
Topical Analgesic Panel stated at 43 FR
84630 that "* * * the fluids from seeping
rashes or toxic dermatoses (poison ivy,
poison sumac, * * *) are absorbed or
adsorbed by many of these drugs. Often
itching is ameliorated.” Based on the

above, the comment contended that the

following claim for colloidal oatmeal is v
justified: “For prompt temporary relief of
itchy, sore, sensitive gkin due to: * * *
poison ivy and oak * * *.”

The Topical Analgesic Panel stated at
43 FR 34630 that well-controlled clinical
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studies have not‘been conducted for
most of the skin protectant ingredients.
The Panel recommended that the
reguirement for well-controlled: studies
be waived,on the grounds that clinical
studies‘are not necessary to support the
use of mechanical barriers such as these
ingredients to protect:the skin from
further-injury. The agency agrees with
this'recommendation regarding skin
protectant (physical barrier type) -
ingredients.

In-addition, the agency agrees that
colloidal oatmeal qualifies-as a skin
protectant because of its barrier-like
properties. Montebovi (Ref. 2) identified
and-evaluated a number of hydrophilic
colloids including colloidal oatmesl
using the “Gold Number” as a;means of
determining the protective ability of
hydrophilic solutions. The “Gold - -
Number” is:an:in vitro physical
chemical determination intended to
measure the protective ability of
hydrophilic colloids. Montebevi-also
measured and evaluated the viscosity of
hydrophilic.colloids with-particular
reference to colloidal patmeal and
stated thats

The colloidal-adsorbents are used in
dermatclogy primarily for-their protective
demulcent effects..On-the basis of the
physical properties of the:agents commonly
used for this purpose, the:role of colloidal
oatmeal appears.to.be well founded.
Chemically it is made up of gums, protein,
and oil in a ratio which is consistent with the
desirable characteristics of the purified
agents. Iis high protective colloidal activity is
demonstrated by the low Gold Number. The
viscosity and-surface tension establish a
good spreading-and clinging. property which
would be necessary for sustained protective
action.

Furthermore, the agency has reviewed
the ‘data submitted by the comment (Ref.
3) in view-of the Panel's
recommendations and concludes there is
sufficient information to demonstrate
that colloidal oatmeal is safe and
effective when-used in a’bath to relieve
minor:skin irritation and itching-due to
poison ivy, poison oak, and poison
sumac. The comment ¢cited the Merck
Manual {Ref.4) which recommends that,
in extensive pruritis, the patient should
soak for 10 to 20 minutes twice a day in
a colloidal-oatmeal bath. Also, the
American Medical Association:Drug
Evaluations {(Ref. 5) states that pruritus
accompanying acute dermatitis or
extensive exanthematous lesions is
often alleviated by immersion of the
part or the entire body in water and that
colloidal substances can be added to -
such baths for their soothing and
antipruritic activities. It recommends the
use of-colloidal catmeal added to a tub
half-filled with water.

Other references submitted by the
comment also describe the use of
colloidal oatmeal in therapeutic baths to
relieve minor:skin irritation. Epstein
(Ref. 6) recommended tepid colloidal
oatmeal baths (250 grams in a tub of
water twice daily) to ease discomfort in
cases of generalized dermatitis. Lewis
and Wheeler (Ref. 7) recommended the
use:of baths (e.g., colloidal oatmeal %2 to
1-cupful:to a tub of water) when
dermatosis is extensive and stated that
such baths are used for their soothing or
antipruritic properties and are often the
most efficient method for applying
medication to exudative surfaces.
Whyte (Ref. 8) stated that, in acute
{exudative} dermatitis and subacute
dermatitis {less exudative), colloidal
oatmeal in warm water should be used
to soothe and coat the inflamed skin
with a bland colloid: Whyte added that
a paroxysm of itching is often best
treated by a comfortable warm colloid
bath once or more daily. O'Brasky (Ref.
9) described one patient with “an
erythematous, vesicular and edematous-
eruption, typical of a contact dermatitis
(ivy) * * * .” The investigator stated
that the patient responded well to
treatment with colloidal oatmeal baths
(no other medication was used), and
was discharged 10 days after treatment
began. O'Brasky treated 111 patients
with dry skin manifestations (including
one patient with multiple insect bites)
and noted that the colloidal oatmeal
baths had ‘antipruritic. properties
because patients complained of
recurrent itching when the baths were
omitted. ’

The agency agrees with the comment
that the evidence is supportive of the
general recognition of colloidal oatmeal
as a safe and effective skin protectant.
Based on the available information, the
agency believes that colloidal oatmeal
could be classified as a Category I skin
protectant when labeled with the
following claim: “Provides temporary
skin protection and relieves minor
irritation and itching due to poison ivy,
poison oak, poison sumac, and insect
bites.”

However, in order for colloidal
oatmeal to be generally recognized as
safe and effective asa skin protectant,
the agency must have sufficient data on
the composition and concentration of
the different constituents and the
quantity (range) of each that is
contained in marketed products. For an
ingredient or mixture to be included in
an OTC drug final monograph, it is

" necessary to have publicly available

chemical information that can be used
by all manufacturers to determine that
the ingredient is appropriate for use in
their products. -

The comment submitted a report by
MonteBovi {Ref. 2) that describes
colloidal oatmeal as a specifically
milled constant fraction of the colloid-
prodicing portion of the oat grain,
having a chemical analysis of 46 percent
carbohydrate, 9.0 percent oil, 24.0
percent protein, 8.0 percent moisture,
and 8.03 percent crude fiber. However,
the agency does not find this -
information to be an adequate public
standard for colloidal oatmeal.

The agency believes that it would be
appropriate for interested parties to
develop with the United States
Pharmacopeial Convention appropriate
standards for the quality and purity of
colloidal oatmeal. In this tentative final
monograph, colloidal oatmeal is
proposed in Category 1. However,
should-interested parties fail to provide
necessary information so that an
appropriate standard may be
established, colloidal patmeal will not
be included in a final monograph.

The comment submitted the following
directions for the use of colloidal
catmeal'in a bath: Turn the warm bath
water on to full force, then slowly
sprinkle one cupful of colloidal oatmeal
into the bathtub under the faucet. Before
entering the tub, stir any colloidal -
oatmeal that may have settled to the
bottom of the tub. Bathe for 15 tc 20
minutes. For infants, use 2
tablespoonfuls per bath. Use once or
twice daily, or as directed by your
physician.

The agency is proposing these
directions for colloidal oatmeal with
minor revisions. Because it is desirable

_ to leave a thin layer of the colloidal

oatmeal on the skin after bathing, the
agency is adding directions to pat the
skin dry, rather than to rub it dry, after
the bath. In addition, the submitted
labeling recommends a dosage for
infants, but it does not specify a
particular age range, how much water to
which the 2 tablespoonfuls of colloidal
oatmeal should be-added, or how it
should be added to ensure dispersion of
the colloidal oatmeal to make a colloidal
suspension. In general, infants would be
bathed in something smaller than an
adult-sized tub and the amount of water
would be less. Therefore, the agency has
not included specific directions for
children under 2 years of age at this time
and requests.specific comment on
appropriate directions for this age group
as well as a possible lower age iimit for
use of this ingredient.

Based on the submitted labeling, the
following directions are being proposed
for colloidal oatmeal for use as a skin
protectant: Adults and children 2 years
of age and over: Foruse as a soakina
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tub. Turn tub warm water faucet on to
full force, then slowly sprinkle 1 cupful
of colloidal oatmea] gj i

minutes as needed, Do not rub ares dry,
but'instead patdry so that a thin layer
of the colloidal oatmeal will be left op

the skin. Spak once or twice daily, or g5 -

directed by your doctor. Children under
2 years of age: consult a doctor.,

In addition, several references
mentioned that patierits should be
careful when using colloidal Catmeal in
a bath to avoig slipping in the tub {Ref.
3). Current labeling for the submitted
product states: *“Take special care tg
avoidvslipping"' {Ref. 10). Th ;
believes it js appropriate to propose that

€onsumers,

References

+{1) Summary of Minutes of the Twenty-
Third Meeting of the Advisory Review Panel
on OTC Miscellaneoys External Dry,
Products, January 29 gng 30, 1978, OTC
Volume 16DPA1, Dacket No, 78N-0021,
ckets Managemens Branch.
2 MonteBovi, & 1. “The Colleidal
Jemulcents. I, Phygica] and Chemical
Properties,” American fourpal of Pharmacy,
126:4-7,1954,

(3} OTC Volumes 1606069 and 160070,

(4} “The Merck Manual,” 12th Ed., Merck
Sharpe & Dohme Research Laboratories,
West Point, PA, p. 1431, 1973,

{5) “Drug Evaluations,” 6ty Ed., American
Medical Association, Chicago, p. 1030, 19g,

(6) Epstein, w. L., “Contact Dermatitis,” i,
OTC Volume 160g7g,

(7) Lewis, G. M., andC. £, Whesler, 1.,
*Practical Dermatology," in OTC Volume
160070. )

(8) Whyte, H. 1., “Atopic Dermatitig,” jn
OTC Volume 160070,

9 O'Brasky, L., “Management of Extensive
Dry Skin Conditions,” Connecticus Medicine,
23:20, 1959,

{10} Labeling for Colloidal Oatmea] Product
ir OTC Volyme 06P1STFM, Docket No. 78N-
021P, Dockets Management Branch,

2. Two comments Tequested that corn
starch be classified as a Category I skin
protectant for the treatment of poison
ivy, poison oak, and poisgn sumac. One
Comment, noting that the agency had
tentatively deleted corn starch from the
skin protectant tentative final
monograph unti] diaper rash drug
products are reviewed, stated: that
although corn starch is widely used in
diaper rash products, it is algg an

ingredient in skin Protectant producis
for use by the general population, The
second comment agreed with the
asency’s proposal that the maximum
Category I ‘Concentration of gorp starch
be raised from 85'tc 97 percent (48 FR

16820 at 6826), However, the cominent

disagreed with the agency's statement in
the tentative fina] menograph that “a¢
the present time none of the proposed
Category I indications are applicable to
corn starch,” (48 FR 6820 at 6828).
Accordingly, both comments requested

tat corn starch be included in the gkin
protectant monograph as a general skin
protectant laheled with the foliowip
indication Proposed in § 347.50(b)(3} of
the tentative'ﬁnalmoanraph:'“Dries the
oozing and weeping of poison ivy,
poison oak, and Doison sumac,”

The Topical Analgesic Pang]
classified 10 to g5 percent corn starch ag
a Eategory I skin Protectant in itg report
{43 FR 34628.at 34636). One of.the skin
protectant indjcationg recommended by
the Panel fop corn starch in § 347.50(b)
reads “For symptoms of oozing or
weeping” {optional, any or all of the
following) “dye to contact dermatitis,

.poison oak, or Poison ivy” (43 FR 34648),

In its discussion of corn starch, the

‘Panel] meritioned that absorption by corn

starch probably surpagges that of any
powder described in the official
compendia. It protects the skin by
absorbing moisture, Pperspiration, and
nexious Secretions, and it soothes
dermal irritation and itching (43 FR
34638). However, the Panel did not cite

any studies or literature references gn

the use of corp starchfor the treatment
of poison vy, poison oak, poison sumac,
or other types of contact dermatitis,

In the tentative final monograph for
OTC skin brotectant drug productg {48
FR 6820 at 6828), the agency stated that
“at the present time, none of the
pProposed Category | indications are
applicable to corp starch. Most of the
uses of corn starch discussed by the
Topical Analgesic Panel are cosmetic

‘uses. The primary OTC drug use of cornp
-starch appears to be in diaper rash drug

products.” Therefore, the agency did not

corn starch until its use i diaper ragh

products wag reviewed. That
evaluation wil] be published in q future
issue of the Federal Register,

In the present document, the agency is
classifying topical starch in Category 11
for the treatment of boison ivy, poison
oak, and poison sumac, :

Note: Although *corn starch” has been
used as the name for this ingredient, “topical
starch” is the officia] title used in the United
States Pharmacopeia XXI {Ref. 1),

The comments did not submit any
data on the use of topical starch for yse
as a:-treatment for Poison ivy, poison
oak, and poison sumac. In addition, the
submissions to. the Panel do not contain
any data on the yse of topical starch ag
a poison ivy treatment. Several articles
in one submission state that starch ig
used to cover and protect the skin,
mucous menibranes, ulcers, and
wounds, but also state that water.-
absorbent powders should not be used
on extensive profusely' secreting raw
surfaces, as they tend to cake and form
adherent Crusts, and that starch
becomes:doughy (Refs. 2 through 5).
Further, although two submissions to the
Panel contain information on products
containing topical starch and include
poison ivy labeling claimg {e.g., belps

Ty weeping of poison ivy, poison oak,
and poison sumac), the therapeutic
properties of the products were
attributed:to other ingredients in. the
product, and topical starch was only
included ag an inactive ingredient (Ref,
6). Other submissions of products
containing topical starch did not contain
any poison ivy treatment labeling claims
(Ref. 7). Additionally, the agency is
unaware of any products that bear
poison ivy treatment labeling claimg
that contain topical starch as an active
ingredient. ’

The initia] Symptoms following
exposure to poison ivy include erythema
or rash. The development of raised
lesions follows, and finally vesicles and
bullae form, caused by fluid
accumulation in the epidermis. The
initial lesiong usually are marked by
mild to intenge itching and burning. The
affected area, often hot and swollen,
00zes and eventually dries and crusts,
Most cases of poison ivy are self.
limiting and disappear in 14 to 20 days

skin granulomas have been known to
occur when starch ig applied to broken
skin {Refs. 9.and 10). Thus, because of
the weeping and oozing vesicles
associated with poison ivy and related
contact dermatitis, the agency believes
that topical starch may not be
dppropriate to treat the symptoms of

- poison ivy, poison oak, and poison

sumac. Further, becauge of alack of
data op effectiveness-and a suitable

discussed above, the 4gency proposes

. that topical starch be classified in

Category Il as a skin protectant drug
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Lites, and minor skin irritations” was
being addressed in the external ,,,,
analgesic pulemaking {December-4, 1979;
- 44 FR 60768), the agency transferred
sodium bicarbonate to that rulemaking

asked that the data on sodium
bicarbonate previously submitted to the
Misgcellaneous External Panel (Ref. 1)
and to the rulemakings for OTC skin
protectant and external analgesic drug
preducts {Refs. 2 through 5) be

prodact for the treatment of poison vy,
poison cak, and poison sumac. Other
ckin protectant uses of topical starch
will be addressed in the diaper rash
amendment to the tentative final
monograph for OTC skin protectant drug

products and in the final menograph for
OTC skin protectant drug products.
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- 3, One comment requested that
sodium bicarbonate {baking soda) be
classified as a Category Iskin
protectant for drying the 00Zing and
weeping of peison ivy, poison azk, and
poison sumac, and for protecting and
relieving the irritation associated with
~ various skin problems, such as poison

jvy and minor insect bites and stings.

Referring to the teniative final ;

monograph for OTC skin protectant drug

products {48 FR 6820 at 6830}, which
 discussed FDA’s decision to transfer
sodium bicsrbonate fromr the rulemaking
for OTC skin protectant drug products to
" the rulemaking for OTC external
analgesic drug products, the comment .
stated that baking soda should be '
considerad in both rulemakings. The
comment expressed concern that sodium

bicarbenate had been placed in i

Category 1l as an insect bite neutralizer

by the Miscellanecus Fxternal Panel in

its statement on OTC insect bite
neutralizer drug products. published in

the Federal Register of September 7,

1082 {47 FR 39448} The comment

contended that the ingredient was
incorrectly categorized. The comment

reconsidersd s demonstrating that
sodium bicarbonate has been used and
marketed for many dermatological
conditions, including for the relief,
protection, and for drying the oozing an
weeping of poison ivy, poison oak, an
poison sumac, and for the relief of
itching of poison iv _oak-sumac and
insect bites. The comment added thata
survey {Ref. 1) indicates that many
dermatologists and sther physicians
routinely prescribe sodjum bicarbonate
for a wide variety of external drug uses,
including, but not Limited to, relief of
minor inssct stings and bites.

The comment noted that, although
sodium bicarbonate has not been the
subject of double-blind clinical trials (a
concept of relatively recent -
development, circa 1852), it has been
nsed for a long time for its effectiveness
in the treatment of a variety of skin
conditions (Ref. 8] The comment |
included 2 “Jermatological summary of
paking soda” {sodium bicarbenate) (Ref.
6) which contained references in the
medical literatore on the topical use of
sodium bicarbonate (eg.asa powder
and in a bath)ina pumber of
dermatological conditions.

The Topical Analgesic Panel
classified sodium bicarbonate as safe
and effective foruse as & gkin protectant
(43 FR 34628 at 34640). That Pansl
concluded that sodium bicarbonate is
safe for use as a skin protectant with no
age oOr concentration Hmits. That Panel
stated that sodium bicarbonate has &
long history of market acceptabilitys
soothes irritated skin, and as a topical
protectant is effective in the
symptomatic relief of minor irritations,
insect bites, and stings {43 FR 34640).
That Panel stated that sodium
bicarbonate is effective as a skin
protectant due to its absorbent
properties, but did not include the
ingredient in its table which categorized
the purposes {i-e. for dryness, wetness,
or lubricity) for which Category 1skin
protectants are used (43 FR 34632}

In the tentative final monograph for
OTC skin protectant drug products {48 -
FR 6820 at 6830}, the agency stated that
the Panel pointed out that sodinm
bicarbonate is an effective antipruritic
in relieving itching due to nonpoisonous
insect stings and bites, or due to’
sunburn, and that it is aleo used o
relieve the pain of minor acid burns.
Because the indication “for the
temporary relief of pain and jtching due
o minor burns, sunburm, * * ¥ insect

. proceeding.

Now that all of the information
submitted on the uses of sodium
bicarbonate has beenreviewed, the
agency has determined that sodium
bicarbenate ghould be addressed in the

- gkin protectant rulemaking, not in the

external analgesic rulemaking, For
reasons discussed below, the agency
helieves that claims related to the “pelief
of itching of poisen ivy and insect bite”
for sodium bicarbonate should be
considered under the skin protectant
rulemaking.

The agency has seviewed the data
referred to by the comment (Refs. 1
through 6), which include information on
(1) the historical use of sodium
bicarbonate as a paste for treatment of
skin irritation, including insect bites and

_ poison ivy. (2] eye. gkin, and oral

toxicity data, which indicate that
sodium bicarbonate is relatively
nontoxie, {3) a survey of dermatologists
and general practitionsers in which it
was conciuded that one out of three
responding dermatologists and one out
of two responding general practitioners
have used or recommendad use of
sodium bicarbonate for relief of insect
bites, minor burns, and pruritis, and (4)
efficacy data consisting of references
indicating that sodium bicarbonate used
ag a paste, wet dressing, orina tub bath
provides relief of skin irritation an
minor skin conditions cuch as mild
itching, erythema, and insect bites, and
because of its emollient effect relieves
gkin irritation.

The data show that alkaline baths
(sodiam bicarbonate) are useful in
chronic, scaly dermatoses and yrticaria,
and help to soften the skin. However, for
insect bites and stings, first aid
measures are not entirely effective
because the bite wound extends ‘
beneath the skin: although a paste made

. of baking soda and cold cream provides

some relief. The comment claimed that
sodium bicarbonate reduces pain by
neutralizing the formic acid injected b¥
the insect.

The agency agrees with the Topical
Analgesic Panel that sodium -
bicarbonate can be generally recognized
as a safe and effective gkin protectant
(43 FR 34628 af 34640). Additionally, the
agency agrees with the Panel's
statement in its report on skin protectant
drag products that sodium bicarbonate
has antipruritic activity {43 FR 34640); -
Moreover, other information discussed
above indicates that sodium bicarbonate
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provides relief ofitching (Refs. 1 through
" .. .8). The Panel’s discussion of sodium

bicarbonate's-antipruritic activity
concerned the ingredient’s use as askin
protectant, not as an external-analgesic.
The relief-of itching attributed to skin
protectants was based on the
pharmacologic action of these drugs in’
providing a physical or mechanical
barrier to protect exposed skin surfaces
from harmful or annoying stimuli {43 FR

" 34630). The pharmacological action. of

external analgesics is to depress or
stimulate the cutaneous sensory
receptors as a means of relieving the
symptoms of pain and itching {44 FR
69768 at 69772). Thus, sodium
bicarbonate’s mechanism of action in
relieving itching is based on its use as &
mechanical barrier (i.e., skin protectant},
rather than on physiological or
physiochemical factors {i.e., external
analgesic). Therefore, the “relief of
itching” claim for sodium bicarbornate is
addressed in this rulemaking.

Based on the available information,
the agency believes that sodium
bicarbonate can be classified as a
Category I skin protectant when labeled
with the following claim: “Provides
temporary skin protection and relieves
minor irritation and itching due to
‘paiscnivy, poison oak, poison sumac,

and insect bites.” However, the

submitted data do not provice any
information on sodium bicarbonate’s
drying effect in conditions such as
poison ivy, poison cak, and poison

- sumac; therefore, the indication “Dries

the oozing and weeping of poison ivy,
poison oak, and poison sumac” is.not
being proposed for sodinm bicarbonate.
Nor is there evidence to suppori the use
of sodium bicarbonate as an insect bite
neutralizer. Therefore, the agency is
retaining the Category I classification
that was proposed for this ingredient as
an insect bite neutralizer by the
Miscellaneous External Panel {47 FR
39426 at 39448},

The Topical Analgesic Panel did not
recommend any age or concentration
limits for the use of sodium bicarbonate.
The agency is not proposing any
concentration limits for sodium
bicarbonate in this amendment;
however, it is including an age

limitation. No data were provided on the

use of sodium bicarbonate on infants for
the requested uses. The agency is aware
of one report of an adverse reaction in a
4-month-old infant after treatment of
diaper rash with sodium bicarbonate
(Ref. 7). The adverse reaction report
states that liberal amounts of sodium
bicarbonate and petrolatum had been
applied to a severe diaper rash at every
diaper change for more than a week.

The infant experienced hypokalemic
metabolic alkalosis which the authors
attributed to excessive sodium
bicarbonate absorption from the baking
soda that was applied to the diaper
rash. The authors postulated that
metabolic alkalosis occurred because
the infant's immature renal system was
not able to effectively excrete the
excessive load of bicarbonate.

The agency notes thata marketed
product containing sodium bicarbonate
provides directions for emollient baths
to relieve skin irritations (Ref. 1).
Regarding the use of sodium
bicatbonate for such baths, the
submission (Ref. 1) cites the Merck
Manua! (Ref. 8) as recommending that 8
ounces of sodium bicarbonate be
dissolved in about 30 gallons of warm
water and that the patient should
remain in the bath for 10 to 30 minutes
or longer. The skin should be patted dry
rather than rubbed so that a thin §iln of
the drug remains on the skin. Other
submitted data (Ref. 6] indicated that
although there is variation regarding the
recommended or optimal concentration
of sodium bicarbonate for baths and
solutions, a range of 1 to 5 percent
would encompass most of the
concentrations.

The following directions are being
proposed for sodium bicarbonate for use
as-a skin protectant: “Adults and
children 2 years of age and over: Topical
dosage is 1 to 100 percent sodium
bicarbonate.

{i) For use as a paste. Add sufficient
water to the sodium bicarbonate to form
a paste and apply o the affected area of
the skin as needed. Children under 2
years of age: Consult a doctor.

(i) Foruse as a soak in a tub.
Dissolve 1 to 2 cupfuls of this product in
a tub of warm water and soak for10te
30 minutes as needed. Do not rub dry,
but instead pat dry so that a thin layer
of the sodium bicarbonate will be left on

" the skin. Children under 2 years of age:

Consulia doctor.

(iii) For use as a wet dressing. Add
sodium bicarbonate to water to make a
solution. Use a container in which you
can saturate a cloth. Saturate a clean,
soft, white cloth (such as a diaper or
torn sheet) in the sclution, gently
squeeze, and apply loosely to the
affected area. Saturate the clothin the
solution every 15 to 30 minutes and
apply to the affected area. Repeat as
often as necessary. Discard remaining
solution after use.”

The agency has considered the
warnings proposed for skin protectants
in § 347.50(c) to determine which are
applicable to sodium bicarbonate. In the
tentative final monograph for OTC skin

protectant drug products (48 FR 6820-at
6830), a comment requested that sodium
bicarbonate be exempted from the
general warning for skin protectants
“For external use only” because it is
both a food and an antacid and, thus,
this warning would corfuse consumers.
The agency agrees that sodium '
bicarbonate can be exempted from the
warning “For external use only.”
Further, the directions for using the
ingredient-as & skin protectant-ciearly
indicate that the product is for external
use. The comment also requested that
sodium bicarbonate be exempted from
the warning “Avoid contact with the
eyes.” The comment contended that the
drug is nonirritating according to the
Draize rabbit eye irritation test, and itis
used in swimming pools and baths.

The agency bas reviewed the sye
iritation study referred to by the
comment {Ref. 1), Six rabbits were
tested using sodium bicarbonate {0.086
grams) instilled into the right eye. All
rabbits exhibited redness of the
conjunciiva because of sodium
bicarbenate, and two exhibited a slight
discharge. However, as stated by the
comment, the drug would not be
considered an eye irritant according io
the standards prescribed in the Draize
testing methodology. Although sodium
bicarbonate is not considered an eye
irritant, it caused redness of the eye in
rabbits. Because any product that might
be used on the face could accidentally
get into the eye and cause irritation, the
agency believes thata general warning
to avoid contact with the eyes is
appropriate. Therefore, the warning is
being retained for sodium bicarbonate:
Thus, the following warnings proposed
in § 347.50(c) (1) and {2} are applicable
+0 sodium bicarbonate: (1) “Avyoid

 contact with the eyes,” and (2) “1f

condition worsens oT does not improve
within 7 days, consult a doctor.”

The use of sodium bicarbonate for
other skin protectant uses will be
discussed in future issues of the Federal
Register.
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4. Two comments contended that
limiting the statement of identity for

different skin protectant drug products -
to the one term “skin protectant” is too-

restrictive, that other equally descriptive

terms are appropriate, and that other
statements of identity should be allowed
for such products. One comment stated
that the statement of identity should
reflect the mode of action and suggested
that the term “poison ivy and oak
{dosage form)” be allowed for skin
‘protectant drug products labeled for this
use. The othér comment argued that
ecause the tentative final monograph
provides separate and distinct
indications for each group of skin
Protectant drug products, there should
be equally separate and distinct
statements of identity for each group.
According to the comment, the large
diversity of appropriate indications
justifies an equally. diverse list of
appropriate statements of identity that
would properly inform the consumer of
the intended use of the product. The
comment requested that additiona]
statements of identity be included in the
skin proteciant monograph and ©
suggested such statements as “poison
ivy, oak, sumag treatment,” “poison ivy,
cak, sumag protectant,” and “drying
- (dosage form)” for ingredients proposed
in § 347.50(b){3) and also for corn starch,
he agency agrees with one comment
. that the term “poison tvy, oak, sumac
treatment” is an appropriate statement
of identity for skin protectant dmg
- products used for this purpose, including
the ingredients colloidal oatmeal and
sodium bicarbonate that are proposed
for Category I status in this document
{see comments 1 and 3 above.).
However, the agency does not find the
statements “poison ivy and oak (dosage
form)” and “poison ivy, oak, sumac
protectant” to be as descriptive and
informative to consumers, Further, the
agency believes that the word
“protectant” in the latter statement is
confusing and could be interpreted as
protecting against poison ivy, oak, and
sumac.

In addition, the agency believes that
while the statement “drying (dosage
form)” describes the pringcipal inténded
action of skin protectant drug preducts. .
used for the preposed indication (“Drieg
the oozing and weeping of poison ivy,
poison oak, and poison sumac”}, it is too
general if used alone. If the congept of
“drying" is . combined with “poison ivy,

- oak, and sumac,” it would be an
acceptable statement of identity.

However, this statement of identityis - -
not appropriate for the ingredients . -
colloidal oatmeal and sodium - .
bicarbonate, because the agency is not
proposing that these ingredients be »
Category I for the indication “Dries the .
oozing and weeping of poison ivy,
poison oak, and peison sumac.” {See:
‘comments 1 and 3 above.} Accordingly,
the agency is proposing that'the
statement of identity in § 347.50(a) for
skin protectant drug products used to
treat poison ivy, poison oak, and poison
sumac be revised to read as follows: “{a)
Statement of Identity. The labeling of

- the product contains the established -

names of the product, if any, and
identifies the product with one or more
of the following: :

{1) “8kin protectant.”

(2} For products containing any
Ingredient in § 347.10 (). (e). tg). (k) (1),
or (m). "Poison ivy, oak, sumae drying”
(insert dosage form, e.g., “cream,”
“lotion,” or “ointment"). :

(8} For products containing any
Iingredient in § 347.10 (b, (c). ), (&), (),
(m), (1), or (u). “Poison ivy, oak, sumag
treatment.

IL The Agency’s Evaluation of the
Submissions ' )

The Miscellaneous External Panel
discussed only the use of OTC drug
products for the prevention of poison
ivy, poison oak, and poison sumac and
for use as insect bite neutralizers. The
Panel recommended that the agency
consider in appropriate rulemakings
ingredients and labeling claims
submitted for treating poison ivy, poison
oak, poison sumac, and their related

- symptoms {47 FR 398436 at 39441},

In this document, the agency
discusses the use of OTC skin
protectant drug products for the
treatment and/or prevention of poison
ivy, poison oak, and poison sumag as
well as for the treatment and/or
Deutralization of insect bites, The

agency has evaluated a number of

" submissions {Ref, 1} that were not

reviewed by the Panel. Some of the
submissions include drug products that
are no longer marketed or that have
been reformulated to include active -
ingredients and/or conditions that were
proposed in the tentative final .
monograph for OTC skin protectant drug
“products (48 FR 6820). The
manufacturers of these drug products
have requested that their submissions or
portions of their submissions concerning
these drug products be withdrawn from

further consideration in this rulemaking,.

as follows: o .

1. Submissions {Ref. 2} concerning
drug preducts containing stabilized aloe
vera for topical'use for numerous

‘October'3, 1989"/ Bropoded Bitids

indications including the symiptoms of

' “insect bites and poison lvywere " -
~withdrawn by the manufacturers {Refs,
-and4). - LRI S

2.-Submissions and portions of =

-submissions {Ref: 5) concerning drug.-
. products: containing zirconium oxide for

the prevention and/or treatment of

"Poison ivy, poison oak, and poison

sumac were withdrawn by the
manufacturers (Refs. 6 and 7).
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Docket No. 78N-021P, Dockets Management
Branch.

5. One manufacturer submitted
information to the Misceilaneous
External Panel requesting Category I
status for a drug product containing 6
percent ferric chloride solution labeled

as an astringent “for topical use onlyin
. gent. i

prevention of ivy poisoning” and asa
“preventative solution for poison vy, .
poison oak, poison sumac” (Refs. 1,2,
and 3). . L .

The Miscellaneous External Panel -
reviewed these submissions, but
inadvertently did not cite one of them
(Ref. 1) in its statement on OTC drng
products for the prevention of peison
ivy, oak, and sumac {47 FR 39412 at

39417 and 39441). The agency has

reviewed these submissicng and

. determined that the vohlime not eited by

the Panel contains only labeling for the
manufacturer’s products and that one of .

- the submissions that the Panel -did

review and cite (Ref. 2) contains all of
the supporting information for the ferric
chloride produet. ‘ .

The Panel stated that the submissions
contained no substantial data to
establish the safety and effectivenass of
ferric chloride to prevent poison ivy;
peison oak, or poison sumac and
classified this ingredient in Category 11
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{47 FR 39412 at 39417 and 39436 at.
39441). No additional data have been
+ubmitted. The agency concurs with the
Panel’s determination that the
manufacturer’s submissions do not -
contain substantial data in support of
the safety or effectiveness of ferric
chloride and with the Panel's
recommerndation that ferric chloride be
classified Category II for the prevention
of poison ivy, pozson oak, or poison
sSumac.

References
{1) OTC Velume 160074,

{2) OTC Volume 160152.
{3) OTC Volume 160132.

6. One submission (Ref. 1) contained a
label for a spray product containing
benzalkonium chloride and
polyvinylpyrrolidone-vinyl acetate
copolymers as active ingredients
claimed to be effective for the treatment
of itching and burning of poison ivy,
poison oak, and poison sumac and “in
reducing the swelling and itching of
insect bites, from chiggers, mosquitoes,
bees, wasps, etc.”

The submission did not contain any
data to support the claims made for
these ingredients. Because no
information has been submitted to the
agency on the safety and effectiveness
of polyvmylpyrrohdone—vmy!l acetate

" copolymers, the agency is classlfymg
this ingredient in Category Il in this
rulemaking. The agency proposed a
Category Il classification for- -
benzalkonium chloride as a skin
antiseptic and as a skin wound
protectant in the tentative final
monograph for OTC topical
antimicrobial drug products {January 6,
1978; 43 FR 1210 af 1229). This ingredient
will be discussed further in the tentative
final monograph for OTC first aid
antiseptic drug products in a future issue
of the Federal Register.
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{1) OTC Volume 160188,

I11. The Agency’s Tentative Conclusions
and Adoption of the Panel’s Statements

A. Summary of Ingredient Categories

and Testing of Category il and Category

Il Conditions

1. Summary of Ingredjént Categories

In the Miscellaneous External Panel’s
advance notice of proposed rulemaking
for skin protectant drug products (47 FR
39436 at 39440 and 39448), the Panel
stated that, although the agency's call-
for-data notices (38 FR 31697 and 40 FR
38179) requested the submission of data
and information for a:number of specific

“active ingredients {47 FR 39436 at 39440
and 39448) or any other active

- ingredients used in OTC poison ivy and

oak remedy drug products and insect
bites drug products, the Panel reviewed
only those mgredle'its with claims for

‘preventing poison ivy, cak, or sumac or

for treating insect bites by neutralization
or inactivation of insect venom. As
stated above, drug products for
treatment of the symptoms of poison
ivy-oak-sumac and insect bites are
discussed in the external analgesic
rulemaking published elsewhere in this
issue of the Federal Register and will
not be discussed further here.

The Panel received submissions for
products containing a buffered mixture
of cation and anion resins and for.
products containing ferric chlpride that
claimed to prevent poison ivy, oak; or :
sumac by complexing with the plant
antigen before it enters the skin. The
agency concurs with the Panel's
determination that there are insufficient
data to demonstrate the effectiveness of
& buffered mixture of cation and anion
resins in preventing poison ivy, poison
oak, and poison sumac and agrees with
the Panel’s Category III classification of
these ingredients. In addition, the
agency concurs with the Panel's
determination that there are no
substantial data to support the safety
and effectiveness of ferric chloride and
agrees with the Panel’s Category II
clasgsification of this ingredient.

The Panel also received submissions
for products containing ammonium
hydroxide and triethanolamine
{trolamine) that claimed to neutralize or
inactivate insect venom. The agency
concurs with the Panel’s determination
that there are insufficient data to
demonstrate the effectiveness of
ammoénium hydroxide and trolamine as
insect bite neutralizers and concurs with
the Panel's Category Il classification of
these ingredients.

Although the Miscellaneous External
Panel mentioned the use of skin.
protectant ingredients for the prevention
of poison ivy, poison oak, and poison
sumac, and use as insect bite
neutralizers, it did not review or classify
all of the individual ingredients. Most of
the ingredients in marketed products
submitted to the Panel or ingredients
that appeared in the call-for-data
notices were simply listed in the Panel’s
statements on OTC drug products for
the prevention of poison ivy, peison oak,
and poison sumac {47 FR 39436 at 39440)
and on OTC insect bite neutralizer drug
products {47 FR 39448). The Panel noted
at 47 FR 389440 that many of these
ingredients labeled with claims as skin
protectant drug products for symptoms
of oozing or weeping due to contact
dermatitis, poison ivy, or poiscn oak
have been previously addressed by

another OTC panel, the Topical .
Analgesic Panel. The agency has further
considered the recommendations of the
Topical Analgesic Panel on OTC skin
protectant drug products {43 FR 34628),
the tentative final monograph on OTC
skin protectant drug products {48 FR
6620), and the additional data and
information available at this time. Based
upon this information, the agency is.
adding several active ingredients to the
“Summary of Ingredient Categories”
table for skin protectant active
ingredients that appeared in the
tentative final monograph for OTC skin
protectant drug products {48 FR 6820 at
6831). These ingredients are ammonium
hydroxide, buffered mixtures of cation
and anion exchange resins, colloidal
oatmes), ferric chloride,
polyvinylpyrrolidone-viny! acetate
copolymers, and trolamine. In addition,
the agency is amendirg the entries for
two ingredients that were listed as

. deferred and transferred to other

rulemakings. These ingredients (cornn
starch and sodium bicarbonate) are now
classified as skin protectants in this
rulemaking. An updated table appears
below for the convenience of the reader.

Suramary of Ingredient Categories

Skin protectant active ingredients Category

Allanioin? i
Aluminum hydroxzde gel
Ammonium hydroxide ...
Bismuth subnitrate
Boric acid
Buffered mixture of cation and anion | i
exchange resins.
Calamine. |
Gocoa butter {
Colloidal oatmeal B......vecemsierseesvarsaniesnd f
Corn starch in
Dimethicone I
Ferric Chioride [
Glycerin |
Kaotin [
Live yeast coll derivative ®.........cconeneneee i
Petrolatum [
Polyvinylpvrrolidone-vinylacetate  ¢o- | H
polymers,
Shark liver oil [
Sodium DICAIDONALS ....cveverrerierieiisenrserassenas 1
{a) for the temporary protection and | !
relief of itching due to poison ivy/
oak/sumac, and insect bites.
{b) for drying cozing and weeping........ i
{c) as an insect bite neutralizer ............ ]
Suifur i
Tannic acid i}
Trolamine * : i
White petrolatumM ... vswiessssssneneis i
Zinc acetate ! ; |
Zinc carbonate . i
Zinc oxide. §

1 Also classified by the Topical Analgesm Panei
and the agency as a Category il wound healing
agent.

2 On condition that a standard chemxca! composi-
tion and concentration of the colloidal oatmeal can
be established.

3 Classified only as wound healing agent.

4 {dentified by the Msce!ianeous External Panei as
triethanoiamine.
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The Miscellaneons Externial Panel
also listed a number of other ingredients
in its statement that it said should be
considered in other appropriate -
rulemakings for their use in treating
poison ivy, poison oak, and poison
sumac, and their related symptoms (47
FR 39436 at 39440}. Except for the
ingredients listed in the table above, no
information has been provided on any of
the other ingredients in the Panel's list.
Aceordingly, all of those ingredients are
considered Category H.

The Miscellanecus External Panel
aiso stated that it was not able to locate
nor was it aware of data demonstrating -
the safety or effectiveness as OTC
insect bite neutralizers of a number of -
active ingredients listed in its report {47
FR 39436 at 39448) and recommended a
Category H classification for these
ingredients. The agency cencurs with
the Panel's Category 1 classification of
these ingredients for use as insect bite
neutralizers, '

2. Testing of ‘Céte.gm'y H and Category I
Conditions . ,

The ageéney is not propesing specific
testing guidelines in this document, -
Interested persons may communicate
with the agency about the submission of
data and information to demonstrate the
safety or effectiveness of any skin
protectant ingredient or conditions
included in the review for the treatment

ad/or prevention of poison ivy, poison
czk, and poison sumac as well as for the
ireatment and/or neutralization of
insect bites, by following the procedures
catlined in the agency’s policy statement
published ia the Federal Register of
September 28, 1981 (46 FR 47740) and
clarified April 1, 1983 (48 FR 14050). That
policy statement includes procedures for
the submission and review of proposed
protocols, agency meetings with
industry or cther interested persons, and
agency communications on submitted
test data and other information..

B. Summary of the Agency’s Changss

FDA has considered comments
submitted to the Topical Analgesic
Panel and the Miscellaneous External
Panel, the submissions to the
Miscellaneous External Panel, and other
relevant information and concludes that
it will tentatively adopt the substance of

_the Miscellaneous External Panel's
statements. This Panel did not
recommend a specific monograph for
skin protectant drug producis for use in -
the treatment and/or prevention of
poison ivy, poison eak, and poison
sumac or for the treatment and/or

neutralization of insect bites, However,
the Topical Analgesic Panel did - -
recommend a monograph for skin
protectant drug products {43 FR 34628),
and the agency adopted this ’
recommended monograph with some
revisions in the tentative final
monograph for OTC skin protectant drug
products {48 FR 6820 at 6832). The
agency is amending the tentative final

~ monograph to include conditions for the

treatment and/or prevention of poison
ivy, peison oak, and poisen sumac as
well as for the treatment and/or
neutralization of insect bites based on

- its evaluations of the data and its

responses to the comments described
above, and the other changes described
in the summary below. A summary of
the changes made by the agency
follows.

1. The agency is proposing in
§ 847.3(d) of this tentative final
monograph the following definition for
poison ivy, poison oak, or poison sumac
dermatitis: an allergic contact dermatitis
(usually an intensely itching skin rash]
due to exposure to plants of the genus
Ehus {poison ivy, poison oak, poison
sumac), which contain urushiol, a potent

" skin-sensitizing agent.

2. After reviewing all of the
information submitted on the uses of
sodium bicarbonate, the agency has
decided to address sodium bicarbonate
in the skin protectant rulemaking, not in
the external analgesic rulemalking.
Although the agency stated in the
tentative final monograph for skin
protectant drug products (48 FR 6820 at
6830) that it would address this
ingredient in the external analgesic
rulemaking, the agency finds that,
because of its mechanism of action in
relieving itching, i.e., its ability to form a
mechanical barrier, it is appropriate to
address sodium bicarbonate in the skin
protectant rulemaking. {See comment 3
shove.) ,

3. Based on the agency’s review of

. data on colloidal oatmeal and the

available information on sodizm
bicarbonate, the agency is revising the
tentative final monegraph to include
these twa ingredients as Category I skin
protectant drug products and is -
proposing the following indication for
these two ingredients in § 347.50(b){4):
“Provides temporary skin protection and
relieves minor irritation and itching due
to poison ivy, poison oak, poison sumac,
and insect bites.” However, for collsidal
catmeal, the agency states that
sufficient data on the composition and
concentration of the different

constituents of this ingredient need to be
established before it can be included in -

the final monograph. {See comments 1

and 3 abave.} i : R
4. The agency has added letter

designations in §347.10 Skin protectant

- active ingredients to include the
~ addition of the ingredients colloidal
* oaimesl in paragraph (t} and sodium

bicarbonate‘in paragraph (u). The

agency has added these letter
designations for these two active
ingredients in appropriate paragraphs of

§ 347.50. o R

5. The &gency is proposing to revise
the statement of identity in § 347.58({a} to
read as follows: (a) Statement of
identity, The labeling of the product
contains the established name of the
drug, if any, and identifies the product
with one or more of the following:

{1) “Skin protectant.”

" {2) For products centaining any
ingredient in §347.20 (b), (c}, (g}, £k}, (1}
or {m}. "Poison ivy, oak, sumac drying”
{insert dosage form, e.g., “cream,”
“lotion,” or “ointment’).

{8} For products containing any
ingredient in §347.10 (b), (c}, (2), £k}, £,
{m), {t). or fu}. "Poison ivy, oak, sumac
treatment.” (See comment 4 above.]

As noted above, an OTC skin
protectant drug product may be labeled
for one or more uses. Other uses for skin
proteclant active ingredients willbe =
added to this menograph in the future,

. e.g.. claims for the treatment and

prevention of diaper rash. When the
labeling of the product contains more
than one labeled use, it must contain the
appropriate statement{s} of identity,
indications, warnings, and directions for
each labeled use. For multiple use skin
protectant drug praducts, the labeling
appropriate to different uses may be
combined to eliminate duplicate words
and phrases so that the resulting
information is clear and understandable.

4 Introductory text to § 347.50 has been -

added in this amendment to reflect the
above labeling requirements.

" 8. The agency is proposing that the
warning in § 347.50(c)(1) “For external
use only” not be required for sodium
bicarbonate because this ingredient can
be used orally for other purposes. [See
comment 3 above] - )

7. Because colloidal oatmeal can be
slippery in a tub of water, the'agency is
proposing a warning in § 347.50{c}{9)
when cotleidal oatmeal is labsled for
use as 2 soak in a tub, to read “Take
special care to avoid slipping when
getting into and out of the tub.” {Ses
comment 1 above.}: f o

8. The agency is proposing directions
in § 347.50{d}{2} for the use of colleidal

- oatmeal as a skin protectant, io read

“Adults and children 2 years of age and
over: For use as a sock in a tub. Turn
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tub warm water faucet on to full force,
then slowly sprinkle 1 cupful of colloidal

" oatmeal directly under the faucet into
the tub. Before entering the tub, stir any
colloidal oatmeal that may have settied
to the bottom of the tub. Soak the
affected area for 15 to 20 minutes as
needed. Do not rub area dry, but instead
pat dry so that a thin layer of the
colioidal oatmeal will be left on the skin.
Soak once or twice daily, or as directed
by your doctor. Children under 2 years
of age: Consult a doctor.” (See comment
1 above.)

8. The agency is proposing directions
in § 347.50{d){3) for the use of sodium -
bigarbonate as a skin protectant, to read
“Adults and children 2 years of age and
over: Topical dosage is 1 to 100 percent
sodium bicarbonate. '

(i) For use as a paste, Add sufficient
water to the sodium bicarbonate to form
a paste and apply to the affected area of
the skin as needed. Children under 2
years of age: Consult a doctor.

(ii) For use as a soak in a tub.
Bissolve 1 to 2 cupfuls of this product in
a tub of warm water and soak for 10 to
30 minutes as needed. Do not rub dry,
but instead pat dry so that a thin layer
of the sodium bicarbonate will be left on
the skin. Children under 2 years of age:
Consult a doctor.” {See comment 3
above.)

{iii} For use as a wet dressing. Add
sodium bicarbonate to water to make a
solution. Use a container in which you
can saturate a cloth. Saturate a clean,

. soft, white cloth (such as a diaper or
torn sheet) in the solution, gently
squeeze, and apply loosely to the
affected area. Saturate the cloth in the _
solution every 15 to 30 minutes and
apply to the affected area. Repeat as
often as necessary. Discard remaining
soluticn after use.

The agency has examined the
economic consequences of this propcesed
rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 {48
FR 58086), the agency announced the
availability of an assessment of these
economic impacts. The assessment
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The agency
therefore concludes that not one of these
rules, including this proposed rule for
OTC skin protectant drug products for
the treatment and/or prevention of
poison ivy, poison oak, and poison

sumac, as well as for the treatment and/

_-ar neufralization of insect bitesis a -
major rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act
{Pub. L. 96-354}. That assessment
included a discretionary Regulation
Flexibility Analysis in the event that an
individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular .
rulemaking for OTC skin protectant drug
products for the treatment and/or '
prevention of poison ivy, poison oak,
and poison sumac as well as the
treatment and/or neutralization of
insect bites is not expected to pose such
an impact on small businesses.
Therefore, the agency certifies that this
proposed rule, if implemented, will not
have a significant economic impact on &
substantial number of small entities.

The agency invited public comment in
the advance notice of proposed
rulemaking regarding any impact that
this rulemaking would have on OTC
skin protectant drug products. No
comments on economic impacts were
received. Any comments on the agency's
initial determination of the econcemic
consequences of this proposed
ralemaking should be submitted by
January 31, 1990. The agency will
evaluate any comments and supporting
data that are received and will reassess
the economic impact of this rulemaking
in the preamble to the final rule.

The agency has determined under 21
CFR 25.24(c){6) that this action is of a
type that.does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

Interested persons may, on or before
January 31; 1990, submit to the Dockets
Management Branch (address above)
written comments, objections, or

- requests for oral hearing before the

Commissioner on the proposed
regulation. A request for an oral hearing
must specify points to be covered and
time requested. Written comments on
the agency’s economic impact
determination may be submitted on or
before January 31, 1990. Three copies of
all cominents, objections, and requests
are to be submitted, except that -
individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this

- document and may be accompanied by
‘a supporting memorandum or brief.

Comments, objections, and requests
may be seen in the office above between
9 a.m. and 4 p.m., Monday through

Friday. Any scheduled oral hearing will
be announced in the Federal Register.

Interested persons, on or before
October 3, 1990, may also submit in-
writing new data demonstrating the
safety and effectiveness of those

" conditions not classified in Category 1.

Written comments on the new data may
be submitted on or before December 3,
1990. These dates are consistent with
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of September 28, 1981
(46 FR 47730). Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit one copy; and all data and
comments are o be identified with the

- docket number found in brackets in the

heading of this document. Data and
comments should be addressed to the
Dockets Management Branch. Received
data and comments may also be seen in
the office' above between 9 a.m. and 4
p-m., Monday through Friday.

In establishing a final monograph for
OTC skin protectant drug products, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on December 3,
1990. Data submitted after the closing of
the administrative record will be

‘reviewed by the agency only after a

final monograph is published in the
Federal Register, unless the
Commissioner finds good cause has
been shown that warrants earlier
consideration,

List of Subjects in 21 CFR Part 347

Labeling, Over-the-counter drugs, Skin
pretectant drug products.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act, it is
proposed that subchapter D of chapter I

“of title 21 of the Code of Federal

Regulations be amended in Part 347 as
proposed in the Federal Register of
February 15, 1983 (48 FR 6820) as
follows: ’

PART 347—SKIN PROTECTANT DRUG
PRODUCTS FOR OVER-THE-COUNTER
HUMAN USE

1. The authority citation for 21 CFR

Part 347 continues to read as follows:

Authority: Secs. 201(p), 562, 505, 701, 52
Stat. 1041-1042 as amended, 10501053 as
amended, 1055-1056 as amended by 70 Stat.
919 and 72 Stat. 848 (21 U,S.C. 321(p), 352, 355,
371}); 5 U.S.C. 553; 21 CFR 5.10 and 5.11.

2. Section 347.3 is amended by adding
new paragraph {d) to read as follows:
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§347.3 Definitions.

* o % s *

(d) Paison ivy, poison oak, or poison
sumae dermatiiss. An allergic contact
dermatitis (usually an intensely itching
skin rash) due to expesure to plants of
the genus Bhus {poisen ivy, poison oak,
poisen sumac), which contain vrushiol, 2
potent skin-sensitizing agent.

3. Bection 347.10is amended by
adding new paragraphs {n}, {0}, (p), {q).
{r], and (s} and reserving them and by
adding new paragraphs {t} and (u) to
read as follows:

§ 347.10 Skin pmiaciant active
ingredients.

¥ ] k] ok *

(n}-{s) {Reserved]

(£} Colloidal patmeal.

{u} Bodiem bicarbonate, 1 to 160
percent.

4. Section 347,50 is amended by
addmg an introductory text paragraph,
by revising paragraph {a), by addmg
new paragraph (b}{4), by revising
paragraphs (c)(1), (c}{2}, and {c}(3}, by
addmg new paragraph {c}{9), and by
revising paragraph {d) to read as
follows:

§ 347.50- Labeling of skin protectant drug
products.

A skin protectant drug product may
have maore than one labeled use. When
the labeling of the product contains
more than one labeled use, then the
appropriate statement(s) of identity,.
indications, warnings, and directions
must be stated in the labeling, For
multiple use skin protectant drug
preducts, the labeling appropriate to
different nses may be combined to
eliminate duplicative words or phmses
so that the resulting mformalmn is clear
and vnderstandable.

{a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product with ore or more of the
following;

(1} “Skin protectant.”

{2} For products containing any
ingredient in § 347.10 (b}, {c), (g}, (k). (1),
or (m), "Poison ivy, oak, sumac drying”
{insert dosage form, e.g., “cream,”
“lotion,” or “ointment”}.

{3} For products containing any
ingredient in § 347.10 (b). (c}. {2), (&}, (1},
(m), (¢}, or {u]. “Poison ivy, oak, sumac
treatment.” .

(b] *x * %

(4) For products containing any
ingredient in § 347.10 {t} and (uj. )
“Provides temporary skin protection and
relieves minor irritation and ttching due
to poison ivy, poison oak, poison sumac,
and insect bites.”

(C) LR

(1} “Awoid contact with the eyes

(2} “If condition wersens or does not
improve within 7 days, consult a
doctor.”

(8} For products containing any
ingredient in §347.10 (a), (b), (c), (G}, fe}
(. (8). (h), (). ). (k). (), (m), and ().
“For external use only.”

* * * * *

(8} For products containing coflpidal
catmeal identified in §347. za{t} when
labeled for use as a soak in a tub, “Take
special care to aveoid slipping when
getting into and out of the tub.”

{d} Dérections. The labeling of the
product contains the following
information under the heading
“Directions’™;

(1) For products containing any
Ingredient in §347.10 {a), (b}, (c}, {d}, (e},
) () (h), (), G). (&), (1), or (m). Apply
liberally as often as necessary.

(2} Fer products centaining ceiloidat
catmeal identified in § 347.10(t). Adulis
and children 2 years of age and over:
For use gs a soak ina tub. Turn tub
warm water faucet on to full force, then
slowly sprinkie 1 cupful of colleidal
oatmeal directly under the faucet into
the tub. Before entering the tub, stir any
colloidal catmeal that may have settled
to the bottom of the tub. Soak the
affected area for 15 to 20 minutes as
needed. Do not rub area dry, but instead
pat dry so that a thin layer of the
colloidal catmeal will be left en the skin.
Soak once or twice daily, or as directed
by your doctor. Children under 2 years
of age: Consult a doctor.

(8) For products containing sodium
bicarbonate identified in §347.10(u).
Adults and children 2 years of age and
over: Topical dosageis 1 to 100 percent
sodium bicarbonate.

{i} For use as a paste. Add sufficient
water o the sodium bicarbonate to form
a paste and apply to the affected area of

the skin as needed. Children under 2

years of age: Consult a doctor.

(ii) For use as a sonk in a tub.
Dissolve 1 to 2 cupfuls of this product in
a tub of warm water and soak for 10 to
30 minutes as needed. Do not rub dry,
but instead pat dry so that a thin layer
of the sodium bicarbonate will be left on
the skin. Children under 2 years of age:
Consult a dector.

{iti) For use as a wet dressing. Add
sodium bicarbonate to water to make a
solution. Use a container in which you
can saturate a cloth. Saturate a clean,
soft, white cloth {such as a diaper or
torn sheet] in the solution, gently
squeeze, and apply loossly to the
affected area. Saturate the cloth in the

solution every 15 to 30 minutes and
apply to the affected area. Repeat as
often as necessary. Discard remaining
solution after use.

% * * * *
Dated: August 26, 1569
Frank E. Young,

Commissipner of Food and Prigs.
[FR Doc. 8923262 Filed 19-2-89: 8:45 am]
BULING CODE 4160-01-M

21 CFR Part 348
[Docket No. 78H-301P]

R 0205-AA08

External Analgesic Drug Products for
Over-the-Counter Human Use;
Proposed Rulemaking for Poisan vy,
Poiscn Oak, Poison Sumac, and insect
Bites Drug Products

AgencY: Food and Drug Administration.
ACTION: Notice of proposed rulemaking.

summarY: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking amending the
tentative final monograph {proposed
rule) for over-the-counter {OTC)
external analgesic drug products. The
proposed rulemaking would establish
conditions under which OTC external
analgesic drug products for the
treatment of the eymptoms of poison ivy,
poison cak, poison sumagc, and insect
bites are generally recognized as safe
and effective and not misbranded. FDA
is issuing this notice of proposed
rulemaking after considering the
statements on OTC drug products for
poison ivy, poison oak, and poison
sumac, and for use as insect bite
neutralizers of the Advisory Review
Pane! on OTC Miscellaneous External
Drug Products, public comments on an
advance notice of propesed rulemaking
that was based on those statements, and
public comments on the notice of
proposed rulemaking for OTC external
analgesic drug products. (See the
Federal Register of February 8, 1983; 48
FR 5852. ) The agency's propasals
concerning the use of other OTC drug
products for the treatment andfor
prevention of poison ivy, poison oak,
and poison sumac and for the treatment
andfor neutralization of insect bites are
being published elsewhere is this issue
of the Federal Regnster These proposals
are part of the ongoing review of OTC
drug products conducted by FDA.

PATES: Written comments, objections, or
requests for oral hearing on the G
proposed rulemaking before the
Comrmissioner of Food and Drugs by
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January 31, 1990. The agency is allowing
a period of 120 days for comments and
objections instead of the normal 60 days
for the following reasons: (1) The
concurrent publication of two
rulemakings regarding OTC drug
products for poison ivy, poison oak,
poison sumac, and insect bites.and {2).
this document contains the first
published evaluation of several
submissions of daia on OTC drug
products for the treatment of symptoms
of these conditions that were made to,
but not reviewed by, the Advisory -
Review Panel on OTC Miscellaneous
External Drug Products {Miscellaneous
External Panel}. New data by October 3,
1990. Comments on the new data by
December 3, 1990. Written comments on
the agency’s economic impact
determination by January 31, 1990.
ADDRESS: Written comments, objections,
new data, or.requests for oral hearing to
the Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MD
20857.
FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Fvaluation and Research {HFD-210},
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301~
295-8000. _
SUPPLEMENTARY INFORMATION: In the
Federal Register of September 7, 1982,
'FDA published, under § 330.10{a}(6) (21
CFR '330.10{a}{6}}, advance notices of
proposed rulemaking and reopened the
administrative records for OTC external
analgesic-drug products (47 FR 39412)
and skin protectant drug products {47 FR
39438). The notices were published to
allow for consideration of statements on
OTC drug products for the prevention of
poison ivy, poison oak, poison sumac,
and for use as insect bite neutralizers.
The statements were prepared by the
Miscellaneous External Panel, which
was the advisory review panel )
responsible for evaluating data on the
active ingredients used for these
conditions. Interested persons were
invited to submit comments by
December 6, 1882. Reply comments in
response to comments filed in the initial
comment period could be submitted by
January 5, 1983. .

In the Federal Register of December
28, 1982 {47 FR 57738), in response to a
request for an extension of time, the
comment period and reply comment
period for OTC external analgesic drug
products were extended to February 4,
1983, and to March 7, 1983, respectively.

In accordance with § 330.10(a)(10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (address

above), after deletion of a small amount
of trade secret information.

One frade association and five drug
manufacturers submitted commentis
concerning the use of external analgesic
drug products for poison ivy, poison oak,
poison sumac, and insect bites {poison
ivy-oak-sumac and insect bites). Some
of these comments were submitted to
both the external analgesic and skin
protectant rulemakings. In those cases
where the same comments were
submitted to both rulemakings, the
comments will be addressed only in the
appropriate amendment to either the
proposed rule for OTC external :
analgesic drug products or for OTC skin
protectant drug products published
elsewhere is this issue of the Federal
Register. Copies of the comments
received are on public-display in the
Dockets Management Branch.

The Panel provided general
statements on OTC drug products for
the prevention of poison ivy, poison oak,
poison sumac, and for use as insect bite
neutralizers. However, the Panel did not
review all of the submitted individual
ingredients nor develop labeling for drug
products for these indications. Also, the
Panel reviewed only ingredients with

labeling claims for prevention of poison

ivy, poison oak, or poison sumac, or for
treatment of insect bites by
neutralization or inactivation of insect
venom. However, many submissions to
the Panel were for drug products used to
treat the symptoms (i.e., itching, minor
irritations) of poison ivy-oak-sumac and
insect bites by the mechanism of
depressing or stimulating cutaneous
sensory receptors. Additionally, a

- number of external analgesic drug

products labeled for the treatment of
poison ivy-oak-sumac and insect bites
were not submitted to the Miscellaneous
External Panel. Therefore, the agency is
expanding the scope of this segment of
the external analgesic rulemaking to
include all OTC external analgesic drug
products labeled for any of these uses.
In this document, the agency is
addressing comments concerning drug
products for the treatment of symptoms
of poison ivy-oak-sumac and insect bites
when the mechanism of action invclves
the depression or stimulation of
cutaneous sensory receptors. In the skin
protectant rulemaking (published
elsewhere in this issue of the Federal
Register), the agency is addressing the
claims for the treatment and/or
prevention of poison ivy, poison oak,
and poison sumac and for the treatment
and/or neutralization of insect bites
when the mechanism of action for these
claims involves the ingredient’s ability
to neutralize or inactivate insect venom
or the ingredient’s ability to provide a

mechanism barrier to protect the
exposed skin surfaces from harmful or
annoying stimuli.

In the Federal Register of February 8,
1983 (48 FR 5852), the agency published
a tentative final monograph (proposed
rule) for OTC external analgesic drug
products. The agency issued this notice
after considering the report and
recommendations of the Advisory
Review Panel on OTC Topical
Analgesic, Antirheumatic, Otic, Burn,
and Sunburn Prevention and Treatment
Drug Products {Topical Analgesic Panel)
and public comments on an advance
notice of proposed rulemaking that was
based on those recommendations.

Interested persons were invited to
submit comments by April 11, 1983, new
data by February 8, 1984, and comments
on new data by April 9, 1984. In
response to that notice, one
manufacturer’s association and five drug
manufacturers submitted comments
concerning the use of external analgesic
ingredients for the treatment of poison
jvy-oak-sumac and insect bites. The
agency is also addressing these
comments in this notice of proposed
rulemaking. Copies of the comments
received are on public display in the
Dockets Management Branch (address
above). v

In this notice of proposed rulemaking,
FDA responds to public comment and
further discusses its position on OTC
external analgesic drug products for the
treatment of poison ivy-oak-sumac and
insect bites. Final agency action on this
matter will-occur with the publication at
a future date of a final rule relating to
OTC external analgesic drug products
for the treatment of these conditions.

The OTC drug procedural regulations
(21 CFR 330.10) now provide that any
testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category III classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a
final monograph. Accordingly, FDA will
no longer use the terms “Category I”
(generally recognized as safe and
effective and not misbranded},
“Category II” {not generally recognized
as safe and effective or misbranded),
and “Category III" {available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but will
use instead the terms “monograph
conditions” (old Category I} and
“nonmonograph conditions” (old
Categories II and III). This document
retains the concepts of Categorie=1.11.
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and IIf at the tentative final monograph
stage. )

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generally
recognized as safe and effective and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication of the final moncgraph in the
Federal Register. On or after that date,
1o OTC drug product that is subject to
the monograph and that contains a
nonmonograph condition, i.e., a
condition that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be
initially introduced or initially delivered
for introduction into interstate
commerce unless it is the subject of an
approved application. Further, any OTC
drug product subject to this monograph
that is repackaged or relabeled after the
effective date of the monograph must be
in compliance with the menograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply veluntarily with
the monograph at the earliest possible
date, | ‘

If the agency determines that any
labeling for a condition inchided in the
final monograph should be implemented
sooner than the 12-month effective date,
a shorter deadline may be established.
Similarly, if & safety problem is
identified for a particular nenmonograph
condition, a shorter deadline may be set
for removal of that condition from OTC
drug produicts. '

-All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notices pubiished in the
Federal Register on December 12, 1972
(37 FR 26456}, November 18, 1973 (38 FR
31687}, and August 27, 1975 {40 FR ‘
38178}, or to additional information that
has come to the agency’s attention since
publication of the advance notices of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch (address above].

L. The Agency's Tentative Conclusions
on the Comments '

The agency has reviewed the
comments submitted to this rulemaking.
As noted above, most of the comments
were also submitted to the skin
protectant rulemaking. Several of these

- comments are general in scope and will
be addressed in this rilemaking for
external analgesic drug products. Any of
these general comments that are
applicable to the skin protectant

rulemaking ere incorporated into that
rulemaking.

1. One comment contended that OTC
drug monographs are interpretive, as
opposed to substantive, regulations. The
comment réferred to statements on this
issue submitied earlier to other OTC
drug rulemaking proceedings,

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1972 (37 FR 9464), and in paragraph 3
of the preamble to the tentative final
monogreph for antacid drug products,
published in the Federal Register on
November 12, 1973 (38 FR 31260). FDA
reaffirms the conclusions stated in those
documents. Court decisions have
confirmed the agency’s authority to
issue substantive regulations by
rulemaking. (See, e.g., National
Nutritional Feods Association v.
Weinberger, 512 F.2d 688, 696-98 {2d Cir.
1975) and National Association of
Pharmaceutical Manufacturers v. FDA,
487 F. Supp. 412 (S.D.N.Y. 1980), aff'd,
637 F.2d 887 {2d Cir. 1981).)

2. Noting its continued opposition to
FDA’s exclusivity of labeling policy for
OTC drugs, one comment stated that
FDA should not prohibii the use of
alternative OTC labeling terminology
that is truthful, not misleading, and
intelligible to the consumer. Another
comment stated that its cbjections to
FDA'’s “exclusivity” policy were ‘
presented at the agency's hearing on this
subject on September 29, 1382,

In the Federal Register of May 1, 1986
(51 FR 16258), the agency published a
final rule changing its labeling policy for
stating the indications for use of OTC
drug products. Under 21 CFR 330.1{c){2),
the label and labeling of OTC drug '
products are required to contain in a
prominent and conspicuous location,
either (1} the specific wording on
indications for use established under an
OTC drug monograph, which may
appéar within a boxed area designated
“Approved Uses”; (2) other wording
describing such indications for use that
meets the statutory prohibitions against
false or misleading labeling, which shall
neither appear within a boxed area nor
be designated “Approved Uses”; or (3)
the approved monograph language on
indications, which may appear within a'
boxed area designated “Approved
Uses,” plus alternative language
describing indications for use that is not
false or misleading, which shall appear
elsewhere in the labeling. All other OTC
drug labeling required by a monograph
or other regulation (e.g., statement of -
identity, warnings, and directions) must

appear in the specific wording
established under the OTC drug
menograph or other regulation where
exact language has been established
and identified by quotation marks, e.g.,
21 CFR 201.63 or 330.1(g). The proposed
rule in this document is subject to the
labeling provisions of § 330.1(c}{2).

3. Two comments in response to the
tentative final monograph for OTC
external analgesic drug products (48 FR
5852] requested that specific indications
for rashes caused by poison ivy be
added to the monograph. One comment
stated that the phrase “and rashes due
to poison ivy, poisen oak, or poison
sumac” should be added to the
indicaticn “for the temporary relief of
itching asscciated with sunburn, insect
bites, or minor skin irritations.” The
comment requested that the agency
revise this indication for external
analgesic ingredients identified in
§ 348.10 (a), (b), and (c) to read “For the
temporary relief of” {select cne of the
following: “pain,” “itching,” or “pain
and itching”} which may be followed by:
“associated with” (select one or more of
the following: “minor burns,” “sunburn,”
“minor cuts,” “scrapes,” “insect bites,”
“minor skin irritations,” or “raghes due
to poison ivy, poison cak, or poison
sumac”). ThHe comment used the
example of Category I combination
products containing an external
analgesic {(antihistamine)} and a skin
protectant te support its request. The
comment noted that the agency
proposed the indication “Dries the
cozing and weeping of poison ivy,
poison oak, and poison sumac” in the
skin protectant tentative final
monograph (February 15, 1883; 48 FR
6820 at 6832). According to the comment,
the purpose of a combination product
containing a topical antihistamine and a
skin protectant is both to help dry the
poison ivy, poisen oak, or poisen sumac
lestons and to relieve the itch associated
with these conditions. The comment
argued that not permitting an indication’
for the relief of itch associated with :
rashes due to poison ivy, poison oak,
and poison sumac in the external’

. analgesic monograph is not only

inconsistent with the allowed

combination but also misleading and

would cause confusion to consumers.
The second comment stated that the

proposed indication for external

analgesic ingredients identified in

§ 348.16 {a), (b), and (c} of the tentative

_ final monograph is tco restrictive for the

broad range of uses for these products.
The comment proposed the following as

* an example of a truthful statement that

is an appropriate indication for external
analgesic drug products: “For the
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temporary relief of pain and itching

associated with Poison ivy, poison oak,
and poison sumag.”

recognized that the Causes of pain and
itch are maultivaried byt did not provide
an exhaustive ligt of these causes in its

Products that have antipruritic activity,
he Pane] explained that the anatomic
pathways subserving Pain and itch are
identical and thgt itching results when-
cutaneous pain fiberg are weakly
stimulted, i.e., the difference between
stimuli causing pain and jich is one of
intensity, Further, the Panel stated that
since the sensation of itch i3 mediated
via pain fibers, local anesthetics ang
analgesics that block conduction along
the axona] membranes, such ag the
nitrogenoys drugs of the “caine” type
and of the aleghg] type, all have
antipruritic activity, In addition, itching

by drugs such as antihistamines that act
Competitively gr combine with chemica)
agents released by trauma ang other
factors, The Pane] recommended the
following indication for external
analgesic ingredients with antipruritic
activity: “For the temporary relief of
Pain and itching due to mingy burns,
sunburz, mingyp cuis, abrasipnsg, insect
bites, and minor skin irritations,”

In the tentative final monograph for
OTC external analgesic drug products,
the agency revised the Topical

algesic Panel'g recommended
indication tg allow the clajm “For the
temporary relief of itching” without -
listing examples of cayges of itching (48
FR 5352 at 5883). The agency stated that
such labeling would be clearly
recognizable and meaningful to 4
consumer whe wag experiencing itching
without knowing the cause. The
also proposed in §34&50{b)[2} the
Topical Analgesic Panel’s récommended
list of examples of caugeg of itching ag
optiona] labeling ag follows: “For the
temporary relief op’ {select one of the
following: “pain,” “itching,” ar “pain
and itching”) (which may be followed
by: “associated with” (select one or
moere of the following: “mingr burns,”
. 'sunburn,” “mingy cuts,” “serapes,”
“insect bites,” o “minor skin
im'tations.")) At that time, the agency

®

did not expand the Panel’s )
recommended list of Causes of itching to
include poison ivy, poison oak, and
Poisen sumae because it hagq not
evaluated the Miscellaneoys External
Panel's recommendations on products
for that uge,

The agency believeg that, as with
other conditions that cause pain and
itching, externaj analgesic drug products

intensely itching skin ragh due to
EXposure to plants of the genus Bhyg
{poison ivy, poison oak, and poison
Sumac), which contajn urushiol, a potent
skin—sensitizmg agent {Refs, 1 apg 2}.
The agency believes that the Pain and

- itching of ragheg caused by contact of

the skin with puison ivy, Doison pak, or
Poison sumac are readily recognizable.
by the Consumer. The agency accepts
One comment’s Suggestion that the
phrase “raghes due io” be included in
the indicationg statement, However,
because manifestations of contact with

'Poison ivy, oak, or Sumac or other thap g

rash, such ag bhstemng. may be present
and not ali manufacturers may wani o
use the phrage “rashes due to” in the
indicationg statement, the agency is
Proposing that the yse of this phrase be
optional,

The agency is therefore Proposing that
the indication in §34B,50{b){2} be
revised to read “For the temporary relief
of” {select one of thefoiiawing: “pain,”
“itching” or “pain and itching,”) {which
may be followed by: “associated with”
(select one or more of the following: «
minor burns,” “sunburn,” “minor cuts,”
“scrapes,” “ingect bites,” “mingy skin
irritations,” {optiona), may include the
following: “ragheg due t6") “poison ivy,”
“poison oak,” gr “poison sumaq.”)} This
revised indicatign will also provide for
consistent labeling of 4 combination
product containing an external analgesic
and a skin protectant, as noted by one
Comrment.

In addition, the agency is Proposing in
§ 348.3{g) of the tentative final
monograph the following definition for
Doison ivy, poison cak, or Poison sumag
dermatitis: an allergic contact dermatitis
(usually an intensely itching skin rash)
due to exposure to plants of the genus
Bhus {poison ivy, poison oak, poison
sumac), which contajn urushiol, a potent
skin~sensitizing agent, - :

References .

(1) “Dorland’s Hlustrated Medical
Dictionary,* g7 Ed, w.B. Saunders Co.;
Philadelphia, 1588, s.v. “rhug dermatitis,” . )

(2) “Webster's New Collegiate Dictionary,”
G. & C. Merriam Co., Springfield, MA, 1979,

4. One comment submitted data to the
agency in.support of claims for 36 .. g
percent ammonj hydroxide for the

berry bush scratches” (Ref, 1}. In a later
submissign {Ref. 2}, the company stated
that the ingredient does not work by
reducing inflammation gp wheal size,
nor is there any indication that it
neutralizes ingect venom. The company
described a possible mechanism of
action and conclugded that the ingredient
hasa generalized antipruritic effect jn
relieving pain and itching that follow
insect bites, The tompany noted the
Topical Analgesic Panel's Category1
classification of 1 to 2.5 percent
2mmonium hydroxide asa
Counterirritant (44 FR 69768 at 69792)
and stated that the transcripts of the
Panel’s meetings show that members of
that Pane] recognized that ammonium -

hydroxide was effective for relief of -

antipraritic external analgesic ingredient
in the fina] monograph for OTC external
analgesic drug products. ,

Begause the company has requested
an antiproritic claim for all conditiong
included in the external analgesic
tentative fing] monograph, the agency is
Dot addressing the datq in this
decument, which addresses only poison
vy-cak-sumac and insect bite claimg,
The agency will discuss the data
regarding ammonium hydroxide in the
final monograph for OTC external
analgesic drug products in future issue
of the Federa) Register. -

References

(1) Comment No, C00046, Docket No. 78N-
0301, Dockets Management Branch, )

{2} Comment coded HER, Docket No. 7gN-
0301, Dockets Management Branch.

II. The Agency’s Evaluation of the
Submissiong

The Miscellaneous External Pane]
reviewed only the yge of OTC drug
products for the Prevention of poison
ivy, poison oak, and poison sumac and

Or use as insect bite neutralizers, The
Pane] recommended that the agency
consider in appropriate rulemakings

submitted for freating poison ivy, poison

-0ak, poison sumac, and their refated

Symptoms (47 FR 39412 at 39417).
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In t,his\document.‘uthé agency SO {6) Letter from 8. Smith, Dep Corp., 10 WE. variety of skin diseases. However, none

" discusses the use of OTC external - . Qi%%‘és%“’lmAbg%%%?Y 3,108, included  of the subjects had poison ivy, poison
analges v v ] in Volume M. : ; : tes, KHIT
algesic drug products forthe 7) OTC Volume 160278, oak; poison sumac, or insect bites Klirt

_treatment.of poison jvy-oak-sumac and {8) Letter from M H. Davis V\."hii ehall and Caldwell {Ref. 6) summarized 3%
. insect bites. The agency has evaluated 8 - Laboratosies, to W:E.‘Gilherison. FDA, dated cases of various dermatoses treated

number.of submissions {Ref. 1) that ~ July 13,1988, included in OTC Volume with topical application of 2 andfor5

were not reviewed by the Panel.:Some OBPIETEM. RN percent dexpanthenol. The authors -

of the submissions include drug..- {g) OTC Volume 160084. . reported that many of the patients with

products that are Do Jonger marketed oF (10) Letter from L. Sonopp, Clairol, to WE. - skin diseases that causé itching =«

-that have been reformulated to include Gilbertson, FDA, dated June 8, 1987, induded  gbtained excellent results. However.
active ingredients and/or conditions in OTC Volume DGPIETEN. none of the subjecis had poison ivy;

(11) OTC Volumes 160104 and 160204

that were proposed in the tentative final . poison cak, poison sumac, of insect
monograph for OTC external analgesic p}gﬂf;ﬁgﬁ{ig{%ﬁ ' g‘ﬁ“cﬁﬁ“g‘r“m A, bites. The authors did state that further
drug products (48 FR 5852). The = = dated January 7, 1987, included in OTC - investigation of the topical application
manufacturers of these drug products Vslume 06PIETFM. o of this drug in other types of dermatoses
. have requested that their submissions or 5. One manufacturez cubmitted data in is indicated. Kline (Ref. 7] reported 12°
portions of their submissions concerning 1975 (Refs. 1 and 2) in support of the years of experience with topical

safety and efficacy of the combination dexpamhen.olftre_atment ,°f 500

of 2 percent dexpanthenel, 0.1 percent ' -f“eﬂ?ami‘)g‘c patients witha v ariety of
camphor, and 0.1 percent menthol “for itching dermatoses, }nﬁh}dmg 84 patients
7 use in mild eczemas and dermatoses; with acute Or chronic contact dermatitis
drug products containing pyrilamine {412 patienis out-of 500 or 824 percent

jtching skin, minor wounds, stings, bites, : A

maleate for.the treatment of the Ting | d poi Xk (d 2 obtained satisfactory results). However,
. : ; : poison ivy an poison o0& {dry stage)s s A
symptoms of insect bites. and/or poison  minor skin irritations.” The current none of the above studies were either

-ivy, poison oak, and poison sumac were  labelin ubmitted in 1987 contains the blinded or well-controlled. Because no
withdrawn by the manufacturers {Refs. 3 8 ) well-controlled safety or efficacy data

these drug products be withdrawn from

further consideration in this rulemaking
as follows:

(1) Submissions (Ref. 2) concerning

game indications, but lisis dexpanthenol

and 4). e : , : e inaredi were submitted to support topical use of
A submission {Ref. 5} concerning a %ﬁ}:fi‘%%m as the only active ingredient -, percent dexpanthenol for itching, such
combination drug pr_oductcontaining Bécause camphor and menthol are no as that associated with poison vy-oak-
chlorobutanol, glycerin, horic acid, Jonger listed as active ‘ingredients in the gumac of insect bites, the agency i -
salicylic acid, resorcinol, phenol, .. product, the agency is addressing only classifying 2 percent dexpanthenol'in

,oxyquinoline sulfate, camphor, and 28 .

_ X 1 .+ the treatment of Category 1 for gafety and effectiveness
percent alcohol for o rontment of the dexpantheno for use in the treatment ©

poison ivy-oak-sumac and insect bites in for these use€s. -

symptoms of insect bites and poison ¥y this comment. Dexpanthenol was not Although the submitted labeling lists
was withdrawn by the manufacturer reviewed by any OTC advisory review dexpanthenol as the active ingredient in
(Ref- 6}- : L o . panel fcr thgse uses. the d_l“dg praduct, the Unl‘i.ed Staies

81 & sa_bm!.‘ssmn_(Ref. 7) cORCEIning & The agency has cvaluated one study Pharmacopeia recognizes bo
combination Arug product containing on acute oral texicity of dexpanthenol in panthenol, which is a racemic mixture,
benzocaine, phenol and iedine for the male rats (Ref. 1).1n 2 14-day study, and dexpanthenol, which is the dexirc-

treatment of the symptoms of insect
bites and poison ivy was withdrawn by
the manufacturer {Ref. 8). '

4 A submission (Ref. 9) concerning a

thres preparations containing 2 percent form of panthenol (Ref. 8). Therefore, the
dexpanthenol were orally administered agency 18 classifying bcth‘dexpanthenol
to groups of six rats at a dose level of 50 and panthenol in Category Il

milliliters per kilogram; no toxic or o

combination drug product con‘.(aiﬂing untoward effects, mortality, oz 1058 of References o
ethyl alcohol, gum camphor, oil of - {1)-OTC Volume 160104

body weight occurred. However, the
data provided no detailed information,
and were neither blinded nor well-

eucalyptus, and boric acid for the itch of
insect bites and poison vy, poison oak,

{2) OTC Volume 1560204. : o
{3) Letier from A.Ryan, Armour

e el DRl el e Gk G e
€ x\nana ac ijer( el .]' . ‘ treated 69 patienis with various skin v/ ’ ' :
(5} A portion of two submissions {Ref. o6PIETEM.

conditions of the Jower exiremifies with
a-2-percent dexpanthenol cream and
reported that no evidence of :
gensitization was encountered.

* (&) Dixon, F.C.,and M. N. Mastin, “The.
Use of panthothenylol in Lower Extremity
Lesions,” Journal of the National Association
of Chiropodists. 47:61-62 and 108, 1957.

11) concerning drog products containing
dexpanthenol in lotion form for the .
treatment of the symptoms of insect

. bites, poison ivy, and poison sumac was

: Likewise, no evidence of sensitization w .
withdrawn by the manufacturer (Ref., KEWIS™ . al use (5) Welsh, A. L, and M. Ede, “Panthoderm:
12). Y v with the topical use of 2 per‘cen’t A Topical Therapeutic Adjuvant,” AMA.
. dexpanthenol was observed by Welsh Archives of Dermatology and Syphilalogy.
References - and Ede (Ref. 5} in 54 patlents treated §0:732-734, 1045. ' ’
(1} OTC Volumes 160006, 160076, 160104, for dermatoses of various causes, by (6) Kine, P. R, and A. Caldwell,
160124; 160204, and 160288. , Kline and Caldwell (Ref. 8] in 31 wireatment of Various Dermatoses with .
{2) OTC Volumes 160074, 160080, 160132, patients treated for a variety © Topical Application of Panthenol,” New York
180156, and 160216. Co dermatoses, of by Kline {Ref. 7) in 500 State Journal of Medicine, 52:4141-1143, 1952
(3} Letter from J. Wright, North Health | dermatologic patients. - o 7) Kii e o f
- ot : H S ine. P. R., 12 Years Experience Using
Care, to W.E. Gilbertson, FDA, dated April Regarding effectiveness Dixon and pantothenyl | Topically,” West Medic?
15, 1988, included in OTC Volume 06PIETFM. * 2y 80 Ref, 4) cited 17 " entatis antothenylol Topica: y," Westert & eaiGLA,
{4} Letter from W E. Byetley, Law Offices astin (Rel, ) ol ea % representative 4373"81"1963- . ) ] '
of W.E. Byerly, to H. Cothran, FDA, dated cases out of 69 patients and summarized (3) “United States Pharmacopeia XXi—
‘April 20, 1988, included in OTC Volume the results in a table.In the table, the . Natiosal Formulary XV1" United States
06PIETEM. R : authors report some clinical evidence of g f

Pharmacopeial Convention, Inc., Rockville,

{5).0TC Volume 160059, - ¢ relief of irritation’ and pruritus in a MD, pp. 296 and 781, 1985.
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6. One comment submiitted data to the

Mis‘c'ellaneous-Extemal Panel to-support

" the safety and effectiveness of -t 2-

percent diphenhydramine hydrochloride
applied topically “for relief of itching -
due to insect bites, mild.cases of -
sunburn, poison ivy or-eak, and other
minor skin irritations” and “for relief of
itching due to mild poison ivy or oak;
insect bites; or other minor skin
irritations, and soothing relief of mild
sunburn” {Ref.1). The data included the
‘results-of three studies of a test product
containing 1 percent diphenhydramine
hydrochloride, calamine lotion,
camphor, and 2 percent alcohol for the

_ relief of itching caused by poison ivy /

oak. In these studies, the antipruritic
effect of diphenhydramine .
hydrochloride in the test product was
compared with the antipruritic effect of
calamine lotion alone as a control, The
control did not contain

* diphenhydramine, camphor, or alcchol.

According to the comment, the principal
‘difference between the test product and
the control is the presence of 1 percent

‘diphenhydramine hydrochloride in the
test product. No adverse reactions were

-reported in any of the studies.”

" The agency has evaluated the ~

following three studies: '
(1) Protocol 282-15 (Ref. 2) is a double-

blind controlied study which included 45

“subjects with a history of contact

dermatitis (poison ivy/oak) witha
pruritic component. To induce a contact
dermatitis, poison ivy antigen patches
were applied to both forearms and
removed after 24 to 48 hours of contact

- with the skin. Both subjective and

cbjective evaluations and examinations
of the contact dermatitis were made.
Subjects then applied the test product
on one arm and the centrol containing
calamine on the other arm every 3 hours
and at night, as desired, for 3
consecutive days after development of
contact dermatitis. After 3 days of
observation, 84 percent preferred the
test product for relief of itching. The
investigators concluded that the test
product reduced pruritus more than the
control.

{2) Protocol 282-12 {Ref. 3)is a double-
blind, randomized, controlled study.
Poison ivy was induced with challenge
patches in 50 subjects with a history of

hypersensitivity to poison ivy. Twenty -

subjects with the most severe itching
after the application of challenge
patches were selected for the study. The
test product was applied to one arm,
and the control was applied to the other
arm every 3 hours in 8ix applications
over a 24-hour period. Pruritus was
assessed after each application. The
investigator stated that a statistical

analysis utilizing a t-test (t1s=3.75,
p<0.01) strongly indicates that the
antipruritic response with the use of the
test product is significantly superior to
the control. :

(3 Protocol 282-10 {Ref. 4)isa double-
blind, randomized, controlled study.
Sixteen out of 29 subjects with *
artificially-induced poison ivy were

. studied after developing moderate to -

severely pruritic lesions. The test
product was applied to one arm and the
control was, applied to the other arm

- gvery 3 hours for 48 hours. Pruritus was

assessed after each application. The
investigators found a significant
difference [p<0.05) in favor of the test
product.

The agency has determined that these

. studies were inappropriately designed

because the test product contained
camphor and alcohol but the control-did
not contain camphor and alcohol. The
Topical Analgesic Panel has
recommended (December 4, 1979; 44 FR
69768} and the agency has proposed

. (February 8, 1983; 48 FR 5852} that

camphor be a Category I analgesic, .
anesthetic, and antipruritic at a 0.1- to
0.3-percent concentration. Because of
the nature of the studies, it cannot be
determined whether the 1 percent
diphenhydramine hydrochloride, the
camphor, or both provided the relief
obtained. Although there is a problem
with the study design, based on other
information discussed below concerning
the antipruritic properties of
diphenhydramine hydrochloride, the
agency believes that the above studies
provide supporting evidence that1
percent diphenhydramine hydrochloride
rel}(eves itching caused by poison ivy or
oak.

The above data were not examined by
the Miscellaneous External Panel in its
statement on OTC drug products for the
prevention of poison ivy, poison oak,
and poison sumac: That Panel stated
that ingredients such as
diphenhydramine hydrochloride should
be considered in other appropriate

rulemakings for their use in freating

poison ivy, poison oak, poison sumac,
and their related symptoms. (See 47 FR
39412 at 39417 and 39440.) The
Miscellaneous External Panel was
aware that the Topical Analygesic Panel
had reviewed similar data (Ret. 5)
congcerning the antipruritic effectiveness
of 1 to 2 percent diphenhydramine
hydrochloride and had recommended
Category I status for this ingredient in
its proposed monograph with the
indication “For the temporary relief of
pain and itching due to minor burns,
sunburn, minor cuts, abrasions, insect
bites, and minor skin irritations” (44 FR

69768 at 69865). In the tentative final
monograph for OTC external analgesic
drug products (48 FR 5852), the agency "
concurred with the Topical Analgesic
Panel's recommendations and also
agreed with a comment to that Panel’s
report that products containing
antipruritic ingredients (including -
diphenhydramine hydrochlbride]-should
be allowed to use the general indication - -
“For the temporary relief of itching”
without listing specific examples of the
causes of the itching, or for itching
associated with one or more causes. -
(See comment 28 at 48 FR 5863.) Section

" 348.50(b)(2] of the external analgesic

tentative final monograph already
provides the option of listing specific
causes of itching such as “insect bites,”
wgunburn,” and “minor skin irtitations.”
After reviewing the above data, the
agency is now proposing to amend
§ 348.50(b}{2) to expand the list of
optional causes of itching by adding
“poison ivy,” “poison oak,” and “poison
‘sumac.” As revised, proposed _
§ 348.50(b)(2) will now read as follows:
For products con taining any external
analgesic active ingredients identified
in § 348.10 (a), (b}, and {c). “For the
temporary relief of” (select one of the
following: “pain,” “itching,” o “pain
and itching”") (which may be followed
by: “associated wit " (select one or
more of the following: “minor burns,”
“gunburn,” “minor cuts,” “gcrapes,”
“insect bites,” “minor skin irritations,”
(optional, may include the following:
srashes due to”} “‘poison ivy,” “poison
oak,” or “poison sumac.”")) {See also
comment 3 above.)

References

(1) OTC Volume 160124.

{2) Protocol 282-15, draft of unpublished
data, in OTC Velume 160124

{3} Protocol 282-12, draft of unpublished
data, in OTC Volume 160124. - S

{4) Protocol 282~10, draft of unpublished
data, in OTC Volume 160124

{6} OTC Volume 060095.

7. One manufacturer submitted data
and information (Refs. 1 and 2)to the
Miscellaneous External Panel on three
combination drug products containing
either 8 or 10 percent tannic acid and
requested that these combinations be
Category I for the temporary relief of
itching associated with poison ivy,
poison oak, of poison sumac. In addition
to 10 percent tannic acid, one product
contains 12.5 percent isopropanol.as an
active ingredient and is labeled “for
temporary relief of itching associated
with poison ivy, oak or sumac.” A
second product contains the following
active ingredients: 10 percent tanniz
acid, 1.25 percent benzocaine ™ ?
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percent camphor, 0.2 Pereent menthol,
and 35 percentisopropanol, andis
labeled “for the'temporary reliefof ~
poison ivy-pavk,-smnac,‘ sunburn, insect
bites and other minor irritations.” The
third product contains the active ,
ingredients 8 percent tannic acid,.0.5
percent benzocaine, 6.4 bercent menthol,
and 0.6 percent camphor, and is labeled
“for the relief of minor pain and itching
caused by poison.ivy, peison oak, insect
bites, sunburn angd other minor skin - -
irritations.” The manufacturer stated
that the tannic acid-isopropanol
combination hag been marketed since
1943, based on the findings of Schwartz
and Warren (Ref, 3] and on informal
testing by “loeal physicians,” ag g
“'safe,’ simple and economical product
which helped to dry the blisters and:
relieved the itching due o poison ivy
rash.” The submissiong included a 1949
“Federal Security Agency Public Health. -
.Service Health Information Series No,
65" publication that describes a method
of using a 16-percent alcoholic solution
of tannic acid to treat mild cases of
poison’ ivy-(Ref. 1}, The manufacturer
stated that the multicomponent .
combination drug products “were added
as additional forms lof the original drug
product] for the: convenience of the
users,” and that all of the active and.
inactive components of the products
have been acceptable to the medieaj
profession snd have been used in oTC
drugs for many years. The manufacturer
submitted several letters from
consumers supporting the safety and
effectiveness of these products and
stated that it has an extensive file
contaming testimonials from satisfied -
customers confirming the effectiveness
of its products, The submissiong
contfained severa] studids on the safety
of tannic acid or tannin and a table of
summaries of several studies on the
carcinogenicity of tannie acid (Refs. 2
and 4 through 8). The manufacturer
concluded that 35 years of marketing
experience with ne serious complaints
other than staining of the skin or. -
clothing substantiates the fact that the
products are safe and effective for the
labeling claims. The manufacturer
added that over thig period of time jts
tannic acid-isopropanol product “hag
Proven-tc ba a mild, safe preduct to
alleviate the discomforts of mild cases
of poison ivy, sunburn, insect bites and.
minor skin irritations due to its
astringent and protein precipitating
properties.” The manufacturer noted
that it had compared its product
“subjectively tg every other leading -
OTC product on the market” and found
its product to be at least as effective and
generally more effective than other = 1.
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products, with no undesirable‘side

- effects.

The Topical Analgesic Pane} reviewed
tannic acid and stated that this
ingredient is not safe for use as an oTC
skin protectant (August 4, 1978; 43 FR .
34628 at 34644). The Panel reviewed -

studies concerning the safety of topical

use of tannic acid {Refs. g, 10, and 11)
and stated that the documented -
hepatotoxicity of tannic acid with

repeated topical applications over large -

areas of damaged skin make this
ingredient unsuitable for use as a skin
protectant. In addition, the Panel stated
that the desired effect of tannic acid, i.e.,
to produce a protein precipitate which

- would act as a protective coat {43 FR

34628 at 34644}, canses the formation of
an outer crust under which bacterial
growth may flourish. Tha Miscellaneous

* External Panel and the agency

concurred with the Topical Analgesic
Panel’s conclusions regarding the safe
of tammic acid {47 FR 39412 af 39426 and
46 FR 6820 at 6825),

The manufacturer’s summaries of
some of the studies cited in support of
the safety of tannic acid (Ref. 1} indicate
that either no data were presented in the
studies {Refs. 2 and 7} or the studies .
concerned the carcinogenic effect of
tannic acid (Refs. 4, 6, and 8}. One other
study cited by the manufacturer (Ref. 5)
was reviewed by the Topical Analgesic
Panel in its discussion of tannic acid (43

'FR 34628 at 34544}, The Panel's
evaluation of thig stedy did not change
its view that tanmic acid is not safe for
use as an OTC skin protectant. The .
studies cited in the submissions do not
address the issues raised by the Panel,
i.e, (1) that repeated use of tannic acid
over large areas of damaged skin can

© cause liver damage, or (2} that formation

of an outer crust on the skin {produced
by the tannin’s ability to Pprecipitate
protein) may allow bacteria to grow and
flourish under the crust,

In additicn, the information submitted
on the effectiveness of 10 percent tannic
acid to relieve Itching of poison ivy-oak-
sumac or insect biteg ig inadequate. The
1949 Public Health Service publication
(Ref. 1) describes the use of a 10-percent
aleoholic sohition of tannic acid to treat
mild cases of poison ivy. but does not
present any data concerning the .
effectiveness of thig solution. The 1941
Schwartz and Warren study (Ref. 3)
involved “only 11 patients having
-dermatitis bresumably caused by poison

" ivy,” one of whom failed to return for

final observation. The authors state that

" itching and discomfort in nine of the
" patients stopped within 1 or 2 days and =

all nine had recovereg at the end of 1

- week. The authors 80 on to state that the

16th patient, wha'did not fully recover
for 2 weeks, was saspecied of having.
dermatitis caused by crab grass, net
poison ivy. Thig study does not support -
the effectiveness of 10 percent tanmig. -
acid because it is uncontrolled; the
etiology of the dermatitis is uncertain, =
and objective methods of determining, -
the effectiveness of the treatment are
not described. In fact, the authors state
that this treatment is reperted inthe
hope that other physicians will give ita
trial, and either confirm or disprove the
efficacy of this treatment on a larger
niumber of patients.

The testimoriials included in the
submissions are not adequate to
establish effectiveness. The standards
for establishing effectiveness in the OTC
drug review state that isolated case -
reports, random experience, and reports.
lacking the details which permit I
scientific evalsation will not be :
considered. (See 21 CFR 330.16(a)ia)(ii)) -

Based on the above, the agencyis
placing 8 to 10 percent tannic acid in

- Category 1II for the temporary relief of

itching associated with poison ivy-eak-
sumac and insect bites, Therefcre,,az_}y .
combination drug product that containg
8 to 18 percent tannig acid for these uses
is also Category II ‘

With respect to the other active ;
ingredients in the submitted . o
combination drug products, 0.2 percent
mentho! and 0.4 percent camphor are
Category I external analgesics and may
be combined; isopropanc! has not been
classified as an external analgesic or as
a skin protectant and would require
adequate data tg support its safety and )
effectiveness for such use; and although
5 to 20 percent benzocaine is Category |
s an external analgesic, 6.5 to 1.25 )
percent benzocaine and any '
coinbination containing 0.5 t0 1.25
percent benzoscaine are Category It and
would require adeguate data to
demonstrate effectiveness. _
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Preventing poigon !y, poison oak, or
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and oak, sunburp ang minor gkin
disorders,” and “Helpg Prevent skin ; ,
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acceptance, or quality of formulation,
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m%r ed“’?g{ﬁiﬁ 3). tive ingrediont Therefore, such 5 combination of m%rei.he?its m}inzgket(lad pr odut(:it_s ;

(tei :yzgnan:nerge(;% éﬁ? (;;lfgr ea liin 8 ingredients ig classified g5 Category 11 tsu tmltte to dt € ﬂfme ﬁr fmg(rje txen o
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Gonversation between Tepresentativeg of statements on OTC : 1ug products for

the agency and the com any, a compan A ;
Kin i o With 4 repreientative indicatedpthaji the Y and poison yAmac (47 FR 39412 at 89416)
SKin irritationg jn the tentative fing) : 'phénhydramine “was likely to be

Monograph for oTC externa} analgesic deleted” from the product at the time productg (47 FR 39472 at 39430), The -

drug products (4g FR'5852 at 5868). The Y )
Topical Analgesic Pane] Stated that gx.at @ final order §0es into effect (Ref.
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hydrochloride are effective ip (1) OTC Volyme 160006. Poison oak, ang Poison sumag have
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™3¢ claimg for all Category | Drug Co, Inc, to M. Benson, FDA. dated - “Analgesic Papg] on OTC externa] ‘
~y/TUritic ingredientg in comments 3 April 20, 1988, included i OTC Volyme analgesic drug products (44 FR 6976g), ,
and 6 above, tripelennamine 06PIETFM. the tentative final monograph on OTC
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external analgesic drug products (48 FR

protectant document pgb‘.ished : jtching o ipclude “poison fyy,” “poison
5852), and the additional data and _ elsewhere in this issue of the Tederal oak,” and “poison sumag” to read: "For—
jnformation available at this time. Based | Register because the mechapism of - the temporary I Yief of” (select 0B€ of
upon this information, the agency is. action of sodium bicarbonate involves the following: “pain,” wstching,” of “pam
adding several aciive ingredients 1o the | the ingredient providing 8 mechanical and itching”) {which may be followed
“Gummary of Ingredient Categories” barrier to protect the exposed skin by: uggsociated with” {select one o
tabie for analgesic, anesthetic, and gurfaces from harmful or sanoying more of the following: “minor burns,”

1

stimuli. “sun‘oum,’ “pinor cuts,” “gcrapes;”
winsect bites,” “minor skin jrritations,”
(optional, may include the following:

appeared in the tentative final
monograph for OTC external analgesic

antipruritic active ingredients that

9. Testing of Categoril It and Category u

drug products (48 FR 5e52 at 5865). Conditions - “rashes due to”") “poison fyy.” “poison
These ingredients are benzocaine 0.5 10 The agency is not proposing specific oak,” or “poison sumac.”)) (See

1.25 percent, dexpanthenol. panthenol, testing guidelines in this document. comment 3 above.) '

and tannic aci ~An updated table Interested persons may communicate The agency bas examined the

appears below for the convenience of
the reader:

with the agency about the submission of  economic consequences of this proposed
data and information to demonstrate the rulemaking in conjunction with other
safety or effectiveness of any external rules resulting from the OTC drug
analgesic ingredients of conditions review.Ina notice pubiished in the
included in: the review for the reatment  Federal Register of February 8. 1983 (48
of poison jvy-oak-sumac and insect bites  FR =806), the agency announced the

by following the procedures outlined in availability of an assessment of these
the agency's policy statement pubhshed CONOMIC impacts. The assessment

in the Federal Register of geptember 29, determined that the combined impacts

SUMMARY OF INGREDIENT CATEGORIES

Anaigesic, snesthelic, and-antipruiic
'active ingredients

Cate-

a) 5 to 20 percent 1 | 1981 (46 FR 47740) and clarified Apritl,  of all the rules resulting from the OTC
8 ;g) ?-mﬁﬁr per m‘ 1983 (48 FR 14050). That pobicy drug feview do not constitute a major
B;mzynben -,wat """"" ! staterper}t includes ;_}rocedm‘es for tze rule according to the criteria established
Carnphofe - ! submission and revxew_of propose by Executive Order 12291 The agency
Camporated M ! Protocols, agency meetings with 4 therefore concludes that not one of these
%t;‘zmgt\ga?nrﬁg. :‘\‘ industry or other mt;erested persons, an rules, including this propose 4 rule for
Cyf.:;?nethycei.f;e sultate .- W agency commumca?;g;ls on gubﬁntted OoT1C external analgesic drug products
Dexpanthenol... w | testdatd and other information- for the treatment of poison ivy-oak-
E;gf;;’;f;;;;;;&;ﬂ;m _____ " B. Summary of the Agency's Changes sumac and insect bites, is a major rule.
Dﬁmethisoqﬁin hydrochioride.. 1 FDA has considered comments The economic assessment also
Diphenhydramine hyd gehioride 1 : ; 4 concluded that the overall OICdrug
Dyclonine mm%ﬂde \ submitted to the Topical Analgesic ‘ Hhely to b 3 2
"""" Ppanel and the Miscellaneous Exters review was not likely 0 1870 a

panel, the submissions to the , significant economic jmpact on &
Miscellaneous External Panel, and other sub.stant}al aumber of small entities as
relevant information and concludes that defined in the Regulatory Flexibility Act
it wiil tentatively adopt the substance of (Pub. L. 96-354). That assessment

the Miscellaneous External Panel’s included a discretionary Regulatory
i | gtatements. This Panel did not Flexibility Analysis in the event that an
A secommend a specific monograph for individual rule might impose an unusual
W external analgesic drug products foruse c}l.spropomcnate 11_31)3‘3 on small
"\ | in the treatment of poison ivy-oak- entities. However this particular

} | sumac and insect bites. However. the rulemaking for OTC external analgesic

i

Topical Analgesic Panel did recommend drug products for the treatment of
a monograph for external analgesic drug poison ivy-osk-sumas and insect bites 1S
products (a4 FR 60768), and the agency not expecf.ed o pose su(;h an impact on
adopted this reccnmended monograph small businesses. Therefore, the _agency

Tetracaine ..o

' Eg;fﬁme“yd'fm"“ - “‘, with some revisions in the tentative 991"‘3&35 that this proposed rule, it
Trogamine salicytate ® w | final monograph for OTC external implemented, will not have & significant

Tripelennamine iy GrOCHIORAR rmemerrrrs analgesic drug products (48 FR 5852 at economic impact ona substantial

5267). In this document, the agercy is pumber of small entities.

amending that tentative final monograph The agency invited public comment in
to include conditions for the treatment the advance DO ice of proposed

of poison jvy-oak-sumac and insect bites rulemaking regarding any impact that
based on its evaluations of the data and this rulemaking would have on OTC

its responses 10 the comments described external analgesic drug products. No

above. A summary of the changes made comments ont economic impacts were

1 Hydrocortisone and hydrocortisone acetate aré
oTC exiemal analgesics onty for use @s topicat
antipruritcs.

2 jdenmtied by the Topical Analgesic panel as
riethanotamine salicylate.

The Miscellaneous External Panel's
list of ingredients in marketed products

for treating poisont ivy, poison oak, by the agency follows. received. Any comments on the agency's
poison sumac. and their related 1. The agency is proposing in initial determination of the gconomic
symptoms (a7 FR 39412 at 39417) § 348.3(g) to add a definition for poison consequences of this propased
included a number of ingredients, with jvy, poison oak, or poison sumac rulemaking should be submitted by
the eﬁceptﬁfn of sodium bicarboga:le, for | dermatitis to the tentative ﬁnaé . January 3% 1990. The agency will
which no information was rovided. monograph. (See comment 3 above. eval :
These ingredients are cons?dered 2. ’I%xe pageglcy is amending propoge luate any commers and supporting -

data that i ; >
§ 348.50(b}(2} (“Indications”} by are received and wil reasse™”

the economic i ] o
expanding the optional list of causes of in the prean?bggg (t:!fzg giih;ffggemak}ﬁg h
Ce

Category 1L The agency is addressing
godium bicarbonate in the skin
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The agency has determined under 21

" CFR 25.24(c){6) that this action is ofa

_ type that does not individually or
* eumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

Interested persons may, on or before
January- 31, 1990, submit to the Dockets
Management Branch (address above)

. written comments, objections, or
requests for oral hearing before the
‘Commissioner on the proposed
regulation. A request for an oral hearing
must specify points to be covered and
time requested. Written comments on
the agency’s economic impact
determination may be submitted on or
before January 31, 1980. Three copies of
all comments, objections, and requests
are to be submitted, except that
individuals may submit one copy.
Comments, cbjections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
Comments, objections, and requests
may be seen in the office above between
¢ a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.

Interested persons, on or before
October 3, 1990, may also submit in

- writing new data demonstrating the
safety and effectiveness cf those
conditions not classified in Category L
Written cominents on the new data may
be submitted on or before December 3,
1990. These dates are consistent with
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the

Federal Register of September 28, 1981
(46 FR 47730). Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit one copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this document. Data and
comments should be addressed to the
Dockets Management Branch. Received
data and comments may also be seen in
the office above between 9 a.m. and 4
p.m., Monday through Friday.

In establishing a final monograph for
OTC external analgesic drug products,
the agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on December 3,
1990. Data submitted after the closing of
the administrative record will be
reviewed by the agency only after a
final monograph is published in the
Federal Register, unless the
Commissioner finds good cause has
heen shown that warrants earlier
consideration.

List of Subjects in 21 CFR Part 348

External analgesic drug products.
Labeling, Over-the-counter drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act, it is
proposed that subchapter D of chapter [
of title 21 of the Code of Federal
Regulations be amended in part 348 as
proposed in the Federal Register of
February 8, 1983 (48 FR 5852) as follows:

PART 348—EXTERNAL ANALGESIC
DRUG PRODUCTS FOR OVER-THE-

- COUNTER HUMAN USE

1. The authority citation for 21 CFR

Part 348 continues to read as follows:

Authority: Secs. 201{p}. 502, 505, 701, 52
Stat. 1041-1042 as amended, 10501053 as
amended, 1055-1056 as amended by 70 Stat.
19 and 72 Stat. 948 (21 U.S.C. 321(p}, 352, 355,
37135 U.S.C. 553; 21 CFR 5.10 and 5.11.

2. Section 348.3 is amended by adding
new paragraph (g} to read as follows:

§348.3 Definitions.

* * * * *

(g} Peison ivy, poiscn oak, or poison
sumac dermatitis. An allergic contact
dermatitis {usually an intensely itching
gkin rash) due to exposure to planis of
the genus Bhus (poison ivy, poison oak,
poison sumach, which contain urushiol, &
potent skin-sensitizing agent.

3. Section 348.50 is amended by
revising paragraph {b}(2] to read as
follows:

§ 348.50 Labeling of external analgesic
drug products.
®

* * & *

(b) % % %

(2) For products containing any
external analgesic active ingredients
identified in § 348.10 (a), (b), and {c).
“For the temporary relief of” {select one
of the following: “Pain,” “itching,” or
“pain and itching’) {which may be
followed by: “associated with” (select
one or more of the following: “minor
burns,” “sunburn,” “minor cuts,”
“gcrapes,” “insect bites,” “minor skin
irritations,” (optional, may include the
following: “rashes due to”) “poison ivy,”
“poison oak,” or “poison sumac.”})

#* * w ® *
Dated: August 26, 1889
Frank E. Young,

Commissioner of Food and Drugs.
[FR Doc. 89-23261 Filed 10-2-8; 8:45 am]
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